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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

CumBacraTul PeneBan

PerncrpanuoHHblii HOMep:

Toprosoe HanmenoBanue: CumBactatud PeneBan

MexayHapoaHOe HENATEeHTOBAHHOE HAUMEHOBAHME: CUMBACTATUH

JlekapcTBeHHas opma: TaOIETKU, TOKPHITHIE INICHOYHOH 000I0UKOMH

Cocras Ha ogHYy Ta0JIeTKY

Heticmeyrowee sewecmgo: cumBactatuH — 10,0000 mr, — 20,0000 mr; scnomozcamenvubie
gewecmea:  JAKTO3bl ~ MOHOTHApAT, KpaxMal IpeKeJaTUHU3UPOBAHHBIM,  1IEJUII0JI03a
MUKpPOKPHCTAJUINYECKasi, aCKOPOUHOBAsI KUCJIOTA, JIUMOHHOW KHCJIOTBI MOHOTHJIpAT, MarHus
creapar, OYTHITHMAPOKCHAHU30I; cocmas obonouxu: Onampait® 20A230058 opaHkeBblit
[runmpomesios3a, TMIPOJIO3a, TUTAHA JUOKCUI, TalbK, KPAaCHUTENb JKejle3a OKCUJ KpPAaCHBIH,
KPaCUTENb KeJie3a OKCHUJT KEITHIH |

Onucanue

Kpyrible 1BOSIKOBBINYKIIbIE TAOJIETKH, NOKPBITHIE MICHOYHOM 00OJOUYKON KENTO-KOPHUHEBOTO
nBera. Jlonmyckaercss He3HauUMTENbHAsI IEPOXOBATOCTh MOBEpXHOCTH. Ha momepeunom paszpese
A71po O6eI0ro UM NoYTH Oeoro IBeTa.

dapmakoTepaneBTHYeCKAs TPynna: runojunuaemudeckoe cpenctso — ' MI-KoA-penykrassi
UHTUOUTODP.

Kon ATX: C10AA01

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

[Tocne mpueMa BHYTpb CHUMBACTaTHH, SBJISIOIIUNCS HEAKTUBHBIM JIAKTOHOM, IMOJBEPraeTcs
TUAPOJIM3Y B TMEYEHH C O0pa30BaHHEM COOTBETCTBYIOUIEH (OPMBI [-THAPOKCHUKUCIOTHI
CUMBACTaTHHA,  SBJSIONICHCS  OCHOBHBIM  MeTaOOMMTOM W oOsafamomieil  BBICOKOM
WHTHOUpYIONIeH akTUBHOCTbIO B oTHomeHuu ['MI-KoA (3-ruapokcu-3-MeTUInrayTapui-
KOPH3UM A) pelnykTasbl, (epMeHTa, KaTaIU3UPYIOIIEr0 HayalbHYI0 U Hauboliee 3HAYUMYIO
cTaauio OuocuHTe3a XxonecrtepuHa. KimHudeckue wuccieqoBaHus Mokasaid 3((eKTUBHOCTH
CHUMBAcTaTHHA B OTHOILICHUM CHIKEHMs KOHIIEHTpauuu obmero xonecrepuna (OXC) B mnazme
KpPOBH, XOJIECTepHHA JIUMOMPOTeHHOB HU3Koi TuioTHocTH (XC JIITHIT), tpurnunepunos (TI) u
X0JIECTEpUHA JIUTIONPOTEHHOB O4YeHb HU3KOHM mioTHocTtu (XC JIIIOHII), a Takke MOBBIIICHUS
KOHIICHTPAIlUX XOJECTEPUHA JTUTOTPOTENHOB BhicOKOM moTHOcTH (XC JITIBII) y manueHToB ¢

FEeTEPO3UTOTHOM CEMEMHOM M HECEMEMHOM TUIIEPXOJIECTEPUHEMHUEH WIH CMEIIAHHOMN
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(dakTopoM pHICKa W HA3HAYCHHE OJHOW JIUEThl HEIOCTATOYHO. 3aMETHBIM TEepaneBTUYCCKHIMA
apdexT HaOmogaercs B TEYEHHWE 2 HEJeNb IpUeMa [penapara, MaKCHUMaJbHBIN
TepaneBTHUECKUil 3p¢dekT — B TeueHue 4-6 Hemenp mocie Havyana JjedeHus. Oddekr
COXpaHsieTcd MpU MNpOAOLKEHMHM Tepanuu. Ilpm mpekpameHun mnpueMa CHMBAacTaTHHA
KOHIIGHTpalLUsl XOJECTEpUHA BO3BPALIAECTCA K HCXOJHOMY 3HAYEHHUIO, HaOI0AaBIIEMYCS A0
HayaJia Je4CHUs.

AKTUBHBIA ~ MeTaOOMUT  CHMBAacCTaTMHA  SIBISETCA  CHEHU(PHUUYECKUM  HMHTUOMTOPOM
I'MI'-KoA-penykras3bl, (pepMeHTa, KaTaJU3UPYIOMIET0 PEakiMio OOpa30BaHUsS MEBAJIOHATA W3
I'MI'-KoA. HecmoTpst Ha 3TO, IpueM CUMBACTaTHHA B TEPANEBTHUYECKUX [103aX HE MPUBOIUT K
noiaHoMy wuHruoupoBanuio ['MI-KoA-pemykrasbl, 4TO TO3BOJSET COXPAaHUTH BBIPAOOTKY
OMOJOrMYEeCK HEOOXOJMMOIo KOJIMYecTBa MeBajloHaTa. IloCKOJIbKY paHHUM 3TarnoM
O6uocuHTe3a xosiectepuHa sBisercs KoHeepcuss ['MI-KoA B MeBanonar, cuuTaercs, 4TO
IIPUMEHEHNUE CHMBACTaTHHA HE JOJDKHO BBI3BIBATH HAKOIUIEHUS B OpPraHU3Me€ IOTEHUHUAJIBHO
TOKCHYHBIX cTeposoB. Kpome Ttoro, I'MI'-KoA OsicTpo Merabonusupyercs oOpaTHO 0
anetui-KoA, KOTophlil y4acTBYET BO MHOTHX Mpolieccax OMOCHHTE3a B OpraHU3ME.

XO0Ts XOJIECTEPHH SIBIIICTCS MPEALIECTBEHHUKOM BCEX CTEPOUIHBIX TOPMOHOB, HE HA0JII0JaI0Ch
KJIIMHUYECKOIO BJIMSHHUS CUMBAacTaTHHA Ha cTepouoreHes. I1ockonpky cuMBacTaTUH HE BbI3BAJ
MOBBIIICHNUS] JUTOTEHHOCTH JKEIYM, MAaJOBEPOSITHO €ro BIUSHHE HAa YBEIUYEHHE 4YacCTOTHI
3200J1€BAEMOCTH KETYHOKAMEHHOH 0O0JIE3HBIO.

CuMBacTaTMH CHMKAeT KaK TMOBBINICHHYIO, TaK W HOpMallbHyto KoHueHtpanuto XC JIITHII.
JITHIT oOpa3yrorcss U3 JUIONpoTeuHoB odeHb HU3KoM mioTHoctH (JITIOHIT). Karabonusm
JITTHIT [IPEUMYIIECTBEHHO OCYILECTBIAETCS c IIOMOIIBIO BbICOKOAa()(HUHHOTO
JIITHII-penentopa. Mexanusm cHikeHus koHueHTpauun XC JIIIHII mnocne mnpuema
CUMBAcCTaTMHA MOXET ObITh 00YCIIOBJEH Kak cHikeHueM KoHueHtpauuu XC JIIIOHII, tak u
aktuBanuen JIITHII-penientopoB, 4TO NMPUBOJUT K YMEHBIIEHUIO OOpa30BaHHS U YCHIICHUIO
katabommsma XC JIIHII. Tlpm Ttepanmuu CHUMBACTAaTMHOM TaKXe CYIIECTBEHHO CHHKAETCs
KOHIIeHTpanus anonunonporenHa B (amo B). Tlockombky kaxmas wactuna JITIHIT comepxut
OJIHy MOJIEKyJy amo B, a B apyrux nunomnporenHax oOHapyXeHbl Malible KOJH4YecTBa amo B,
MOKHO IPEAINOIOKHUTb, YTO CHMBACTaTUH HE TOJBKO BBI3BIBAET IOTEPIO XOJECTEPHUHA B
yactuuax JIITHIL Ho u cHMkaeT koHIeHTpanuto nupkyaupyrouux yactun JIITHIL. Kpowme Toro,
cuMBactathH noBeimaeT koHueHtpanuo XC JIIIBII u canxaer koHuentpanuoo TI' B miazme
kpoBu. B pesynbrare stux m3menenuir otHomenuss OXC/XC JITIBIT u XC JIITHII/XC JITIBIIT
CHIKAFOTCSL.

B ckananmHaBCKOM HCCIEIOBAHUM BIUSHHUS CUMBAcTaTHHA Ha BBDKMBAEMOCTH (4S) Bo3aeiCTBHE
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5,4 roma) oueHuBanoch Ha 4444 mnammentax ¢ wumemudeckord Oonesnpto cepama (MBC).
CuMBacTaTUH CHUXAJ pHUCK o0miel cMepTtHocTH, cMepTHOCTH 0T MBC 1 9actoTy HedaTaabHBIX
HNOJATBEPXKIEHHBIX MH(pApKTOB MHOKapjaa. CUMBACTaTHMH TaKXe CHUXKaJl PUCK HEOOXOJUMOCTH
IIPOBEJCHUS XMPYPrMYECKMX BMEIIATENIBCTB 110 BOCCTAHOBIEHUIO KOPOHAPHOIO KPOBOTOKA
(a0pTOKOpOHAapHOE UIYHTUPOBAHWE WM YPECKOXKHAs TPAHCIIOMHUHAIBHAs KOpPOHApHas
AQHTUOIIACTUKA). Y TAIMEHTOB C CaxapHBIM JWa0eTOM pPHUCK BO3HMKHOBEHHUS OCHOBHBIX
KOPOHAPHBIX OCJIOKHEHUM ObLIT Takke CHUXKEH. bosee Toro, cHMBacTaTUH 3HAYUTEIBHO CHIDKAI
PHCK BO3HUKHOBEHHUs (paTalbHbIX M He(aTalbHbIX HAPYLIEHUH MO3rOBOTO KpOBOOOpPALIEHUS
(MHCYJITOB M MPEXOAIINX HAPYILIEHUH MO3TOBOTO KpOBOOOPAILIEHUS).

B 5-nernem uccnenoBanuu 3ammthl cepana (HPS) sddexTuBHOCTE Tepamuu cMMBacTaTHHOM
Oblla mpojaeMoHcTpupoBaHa y 20536 mnamueHToB ¢ runepiaunuaeMuen wim  6e3  Hee,
HaXOJSAIINUXCS B IpyIIe BbICOKOro pucka passutus VBC B ¢BA3M ¢ cONyTCTBYIOUIMM CaXapHbIM
nrabeToM, MHCYIBTOM B aHAMHE3€ U APYTUMH COCYIUCTHIMU 3a00JI€BaHHUSIMH.

B 1aHHOM MHOTOLEHTPOBOM PaHIOMU3HUPOBAHHOM JIBOMHOM CJIETIOM IUIaLe00-KOHTPOIUPYEMOM
UCCIICIOBAaHUM CHUMBAcTaTHH B 103¢ 40 MI' B CyTKM B CpPaBHEHHUM C IUIane0o CHIKan OOIIyro
CMEPTHOCTb, PUCK cMepTH, cBa3aHHOW ¢ MBC, puck BO3HMKHOBEHHS OCHOBHBIX KOPOHAPHBIX
OCIIO’)KHEHUH (BKJtouas HedaranbHbIH MH(APKT MHOKapAa WIM cMepTh, cBsizaHHyio ¢ MBC),
HEO0OXOUMOCTh XUPYPrUYECKUX BMENIATEIbCTB [0 BOCCTAHOBJIEHHIO KOPOHAPHOI'O KPOBOTOKA
(BKJIOYasi ~ AaOPTOKOPOHApHOE  IIYHTUPOBAHHME U UYPECKOXKHYIO  TPAHCIIOMHHAIbHYIO
AQHTUOIJIACTUKY), a TaKkke Mepudepruueckoro KpoBOTOKAa W JPYIMX BHIOB HEKOPOHApHOU
peBackymsipuzauud. CuUMBacTaTMH CHW)Kall PUCK Ppa3BUTHS HWHCYJIbTa, a TaKKe pHUCK
TOCMUTANIM3AIMK [0 IMOBOJY CTEHOKapAuu. PHCK pa3BUTHUS OCHOBHBIX KOPOHApPHBIX U
COCYIIUCTBIX OCJIOXHEHHMH CHMXkaics y mauueHToB ¢ win 6e3 MBC, Bkioyas ManUeHToB ¢
caxapHbIM JuabeToM, 3a00JeBaHUSAMHU HEepUPEPUUYECKUX COCYJOB MIIM 1IepeOpOBaCKYIISIPHOM
naTojoruedi. Y NaIMEeHTOB C CaxapHbIM J1Ma0eTOM CHUMBACTaTHH CHIDKal PUCK DPa3BUTHUS
CEpbE3HBIX COCYAUCTBIX OCJIOXHEHHH, B TOM 4HCIE HEOOXOAUMOCTh IPOBEIEHUS
XUPYPTUYECKUX BMELIATEIbCTB MO BOCCTAHOBICHHIO MEpU(epruuecKoro KpOBOTOKA, aMIIyTallliH
HIDKHUX KOHEYHOCTEH, a Tak)Ke BOSHUKHOBEHHE TPOPHUECKUX S3B.

B apyrom MHOroueHTpOBOM  IIANE00-KOHTPOJIUPYEMOM  HCCIEIOBAaHUU C  y4acTUEM
404 namueHTOB cHUMBAcTaTUH (MO JaHHBIM KOPOHAapHOW aHTrHorpaduu € HCIOIb30BAaHHEM
KOJINYECTBEHHON OIIEHKH KOPOHAPHOI'0 KPOBOTOKA) 3aMEJIST MIPOrPecCUpOBaHUE KOPOHAPHOTO
aTEpOCKJIEP03a U TMOSABJIEHUE KAaK HOBBIX YYacTKOB aTE€pPOCKIIEPO3a, TAK U HOBBIX TOTAJIBHBIX
OKKJIIO3UH, TOrja Kak Yy MalMeHTOB, IOJYYaBIIMX CTAaHAAPTHYIO TEpanuio, HaOIH0AaIoch

HEYKJIOHHOE TIPOTPECCUPOBAHKE aTEPOCKIEPOTHYECKIX TTOBPESIKICHUN KOPOHAPHBIX apTEpUH.
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runeprpuriannepuaemueii (runepiaunuaemus IV tuma mo kinaccupukanuu DpenpukconHa)
[0Ka3aj, 4YTo cuMBacTaTuH B 1o3e oT 20 1o 80 Mr B cyTrku cHmxai KoHueHtpauuio 1T, XC
JITTHII, xomectepun He numnonpoTernHoB Bbicokoi mioTHOocTH (XC He-JITIBII, paccunteiBaeTcs
Kak pasHocTh Mexay koHmeHTpamuedn OXC u konmeHtpanuern XC JIIIBIT) u noemman XC
JIIIBIL

AHanu3 Ipyroi mMoArpynmsl U3 7 MAlMEHTOB ¢ AUCOCTATUIIONPOTEHHEMHEH (TUIEPIUITAICMHUS
III Tuma mo kmaccudukanuu DdpenpukcoHa) cuMBAcTaTUH B 03¢ 80 MI B CYTKH CHIDKAI
koHnentpanuto XC JIITHII, Bkirodast nunonpoTerHbl mpoMexyTodHor miotnoctu (JIIIII), a
taroke koHneHTpauuo XC JIITOHIT u JITIIIII.

DapmakoKkunemuxa

Memabonusm

CuMBacTaTUH SBISETCS HEAKTUBHBIM  JIAKTOHOM, KOTOPBIA  OBICTPO  THUAPOJIM3YETCH,
npeBpamfasicb B [-THAPOKCUKUCIOTY cumBactaTuHa (L-654,969), cuibHbII HMHTrHOUTOD
I'MI'-KoA-penykra3zpl. OCHOBHBIMH METa0OIMTaMKU CUMBAcCTaTHHA B IUIa3ME€ KPOBU SIBJISIOTCS
B-ruapokcukuciora cumBactatuHa (L-654,969) u ero 6'-ruapokcu, O6'-TUAPOKCUMETUT U
6'-ax30MeTiieH npousBoanble. MurnbupoBanne ['MI-KoA-pemykTassl sBIsS€TCS KpPHUTEPHEM
KOJINYECTBEHHON OIIEHKM BceX (PApMaKOKMHETHUECKUX HCCIeNOBaHUN [-THAPOKCUKHUCIBIX
MeTaboNMUTOB (aKTUBHBIX HMHTUOMTOPOB), a TaK)K€ AaKTUBHBIX M JIATEHTHBIX WHIHOUTOPOB
(Bcex MHrHOUTOPOB), oOpasyroummxcs B pe3ynbrate ruaponuza. O6a Tuma MeTabOIMTOB
OINPEACIIAIOTCA B IJIa3M€ KPOBH IIPU NIPUEME BHYTPb CUMBACTAaTHHA.

['mpponu3 cumBacTaTMHa B OCHOBHOM IPOMCXOAMT IPH «IIEPBHUYHOM MPOXOXKIECHUU» Yepe3
[I€YEHb, MOITOMY KOHIIEHTpalMsi HEM3MEHEHHOI'O0 CHMBAcCTaTMHA B IJIa3Me€ KPOBHM YEJIOBEKa
Hu3kas (MeHee 5 % OT mpuHATON A03b1). MakcumanbHas KOHIEHTPAIUs (Cmax) B IJ1a3Me KPOBU
MeTa0OJIUTOB CHUMBAacTaTHHA JocTuraercs uepe3 1,3-2,4 wyaca mocine mpuemMa BHYTPb
OJTHOKPATHOM 103bl. B nccienosanuy ¢ npuMeHenneM “C MedeHOro cMMBAacTaTHHA MIa3MeHHas
KOHIIEHTPALHSs oOmen pPaIOaKTUBHOCTH (14C MeEYEHBII CUMBAaCTATHUH +
14C meuenble MeTaGOMMTHI CHMBACTaTHHA) JOCTHTAJA MAakKCHUMyMa uepe3 4 daca M OBICTPO
CHIXanach A0 npumepHo 10 % oT MakcHMMaabHOTO 3Ha4Y€HHUs B TeueHHE 12 yacoB mocie npuema
BHYTpb OJHOKpaTHOM ma03bl. HecmoTrps Ha TO, 4YTO [Mana3oH pPEKOMEHIOBAaHHBIX
TEpaneBTUYECKHUX JI03 CUMBACTaTHHA cOCTaBisAeT OT 5 10 80 Mr B CyTKH, JUHEHHBIN XapakTep
npodmwist AUC (miomans 1Moj KpUBOM «KOHIICHTPALMSI-BPEMS») aKTUBHBIX METaOOJHTOB B
00111eM KPOBOTOKE COXpaHsETCs IPU YBEIMYSHUH 10361 710 120 mr.

Bcacvisanue

BcackiBanuto noasepraercst okoyno 85 % NpUHATON BHYTPh J03bl CHMBACTaTHHA.
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CUMBACTaTHHA HE BIMSICT Ha (hapMaKOKWHETHICCKUI MPo(HIIb Ipernapara.

Pacnpeoenenue

[Tocne nmpuema BHYTpb B NIEUEHU OINPEAEIAIOTCA 00jiee BHICOKME KOHLEHTPALUU CUMBACTaTHHA,
YeM B JIPYTUX TKAHSX.

KonrnenTpanus akTUBHOTO MeTa0onuTa cuMBactathHa [.-654,969 B cuCTEMHOM KpPOBOTOKE
COCTaBJISIET MeHee 5 % OT NMPUHATOW BHYTPH 103bl; 95 % OT 3TOro KOJMYECTBA HaXOJUTCS B
CBSI3aHHOM C O€JIKaMu COCTOSTHUH.

Pesynbrarom akTUBHOrO Meraboinm3Ma cUMBacTaTuHa B miedeHu (Oonee 60 % y MyXK4HH)
SIBJISICTCS] €70 HU3Kasl KOHILIEHTPAIMs B O0IIEM KPOBOTOKE.

B03MOXXHOCTh TNPOHUKHOBEHMSI CHUMBACTaTHHA 4Yepe3 TremMaTodHIepalndyeckuii Oapbep U
reMaToIuUialleHTapHblid Oapbep He U3ydeHa.

Buiseoenue

[Ipy «IepBUYHOM MPOXOXKICHHWH» dYepe3 TIeUYeHb CHMBACTAaTUH METa0OIHM3UPyeTCs C
MOCJICTYIOIIMM BBIBEJICHUEM CUMBACTaTHHA U €r0 META0OJIUTOB C HKEITYBIO.

B uccnenosanuu npu npueme 100 Mr mpemapata (5 kancyn no 20 wr) *C meuensiit
CMMBACTAaTHH HAKaIUIMBAJICS B KPOBU, MOuU€ M KalloBbIX Maccax. Okosio 60 % mpHuHATOU A03bI
MEUYEHOr0 CMMBACTaTHHA ONPENENIOCh B KAJIOBBIX Maccax U okoio 13 % — B moue. Meuenslit
CMMBACTaTMH B KaJIOBBIX Maccax ObUI TMPEACTaBICH KakK NPOAyKTaMu MeTaboyin3Ma
CMMBACTaTHHA, BBIJACIUBIINXCS C OJKEIYbl0, TaKk W HeabCOpOMPOBABIIMMCS MEUEHBIM
cuMBactatuHoM. Menee 0,5 % TpUHATON 03bI MEYEHOTO CMMBAcCTaTHHA OBLIO OOHAPYXKEHO B
MOuY€ B BHJIE AKTHUBHBIX METa0ONUTOB cuUMBacTaThHa. B mmasme kpoBu 14 % AUC ObL10
OOyCJIOBIEHO  aKTHBHBIMM  HMHruouropaMmu u 28 % —  BCceMH  HHIHOUTOpaMu
I'MI'-KoA-penykra3sbl. [locnennee yka3plBaeT Ha TO, YTO B OCHOBHOM IPOJYKTHI MeTaboIM3Ma
CHMBACTAaTHHA SIBJISIOTCS HEAKTUBHBIMU W cliadbiMu nHTHOUTOpamu I MI'-KoA-penykTassl.

B nccnenoBaHuy Mo M3y4eHHUIO IPONOPLUOHAIBHOCTH 103 cuMBactatuHa 5, 10, 20, 60, 90 n
120 Mr He HaOMI01AIOCH CYIIECTBEHHOTO OTKJIOHEeHHUs oT JnHeitHocTH AUC B 00111eM KpOBOTOKE
C yBeJIMYEHUEM J03bl. PapMAKOKUHETUUECKHUE MMOKA3ATENH MIPU OJHOKPATHOM U MHOTOKPAaTHOM
npueMe BHYTPbh CHUMBACTaTHHA TMOKa3aJId, YTO CHMBACTATHH HE HAKAIUTMBACTCS B TKAHIX IMPHU
MHOTOKPAaTHOM TIpHEME BHYTPb.

B uccnenoBanuu y nanueHTOB C TSHKENON MOYEYHOW HEAOCTATOYHOCTHIO (KIMPEHC KpeaTUHUHA
(KK) menee 30 mu/mun) obmas koHmeHTpanus nHruoutopoB ['MI'-KoA-peaykrassl B mia3me
KpOBH TIOCJI€ TIpUe€Ma BHYTPb OJHOKpPAaTHOW JI03bl COOTBETCTBYIOLIETO HWHIHOUTOpa
I'MI'-KoA-penykra3bl (cTaTuHa) OblIa MPUOJM3UTENBHO B 2 pa3a BBIINIC, YEM Y 3J0POBBIX

T0OPOBOJIBIICB.
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MakCUMaJbHOH g03¢ 80 Mr He BIMSJIO HAa METadoJIM3M MHJa30jlaMa U SPUTPOMHUIMHA,
sBistomuxcst cyocrpatamu m3odepmenta CYP3A4. Drto o3Hayaer, YyTO CHMBACTaTHH He
sBisieTcst uHruouTopom n3odepmenta CYP3A4 u mo3BosieT NpeanoiokuTh, 9YTO IPHEM BHYTPb
CUMBACTaTHMHA HE OKa3blBaeT BJIMSHUS HA KOHIIGHTPAIMIO B IJla3Me KPOBH JIEKAPCTBEHHBIX
CPEICTB, META0OIM3HPYIOMIUXCS o AelicTBueM uzopepmenta CYP3A4.

N3BectHo, uTo nuxiocnopud ysenuuuBaer AUC unruburopoB I'MI-KoA-peaykrassl, XOTs
MEXaHU3M JIEKAPCTBEHHOI'O B3aMMOJCHCTBUA HE U3Y4YeH MOJHOCThIO. YBenuuenne AUC
CUMBACTaTHHA MPEIIOJIOKUTEIBHO CBS3aHO, B YaCTHOCTH, C MHTMOMpOBaHHWEM H30(pepMeHTa
CYP3A4 w/mmm tpancnioptHoro 6enka OATP1B1 (cmotpu pasnen «IIpomusonoxkaszanusy).

B ¢apmaxkokumHeTHUECKOM HCCIEAOBAHUM NPU OJHOBPEMEHHOM IPUMEHEHUHU C JWITHA3EMOM
HaOmomanoce  yBemmueHue AUC  B-THAPOKCHKHCIOTHI ~cHMBactatmHa B 2,7  pa3sa,
MPEOJIOKUTEHHO 3a cueT uurudupoBanus nzopepmenta CYP3A4 (cmotpu pasznen «Ocobwie
yrazanusny, Muonamus/Paboomuonus).

B ¢apmakokrHeTHYECKOM HCCIIEJOBAHUU IPU OJHOBPEMEHHOM NPUMEHEHUH C aMIIOAUIIMHOM
Habmonanock yBennueHne AUC B-ruipoKCUKUCIOTH cuMBacTaTuHa B 1,6 pa3za (cMoTpu pazzaen
«Ocobvle yrazanusy, Muonamus/Paboomuonus).

B dapmakokuHeTHYeCKOM HCCIEA0BaHUU MpPH OJHOBPEMEHHOM IPUMEHEHMHM OIHOKpPATHOU
036l 2 T HUKOTHHOBON KHCIIOTBHI 3aMEIJIEHHOTO BBICBOOOKIEHHS M cuUMBactatuHa 20 wr
HaOmonanock He3HauuTenpbHoe YyBenuueHne AUC cumBactaTMHa M [3-TMJIPOKCHKHCIIOTHI
cumBacTaTUHA U Cmax P-THAPOKCUKUCIOTH CMMBAacTaTHMHA B IUIa3Me€ KpOBU (CMOTpU pas3zen
«Ocobvle yxazanusay, Muonamus/Paboomuonus).

Konkpernsle myTu Merabonu3Ma ¢Gy3uI0BOM KUCIOTHl B MEYEHH HEU3BECTHBI, OJTHAKO MOXKHO
NPEINONIOKUTh O HAJIWYMHM B3aUMOJCHCTBUS MEXIY (y3UJ0BOM KHCIOTOW M CTaTUHAMH,
KoTopble Metabonu3upyrotcs uzopepmentom CYP3A4 (cmotpu pazgen «Ocobvie ykazauusiy,
Muonamus/Paboomuonus).

Puck pa3BuTHs MHUONATUU YBEIMYMBACTCS TPU TOBBIIICHHUH KOHIEHTPAIMM WHTHOUTOPOB
['MI'-KoA-penykTasbl B mia3me KpoBu. MoiHble HHTHOuTOpHl M3opepmenta CYP3A4 moryr
MOBBIIATh KOHIEHTpauio UHruoutopoB I'MI-KoA-peaykrassl U NpUBOAUTH K YBEIMUYEHHUIO
pHCKa pa3BUTUS MUOIIATHU (CMOTPH pasfleinsl «Bsaumoodeiicmaue ¢ Opy2umu 1eKapcmeeHHbIMU
cpedcmeamuy, « Ocobwvie yrasanusy, Muonamus/Paboomuonus).

Ocoobie cpynnul nayuenmos

THonumopguszm cena SLCOIBI

Hocwurenu amnenu ¢.521T>C rera SLCO1B1 umeroT 6osiee HU3KYIO aKTUBHOCTH TPAHCTIOPTHOTO

oenka OATP1B1. AUC ocHOBHOTO aKTHBHOT'O METa0OJUTA, TUAPOKCUKHUCIOTH CHMBACTAaTHHA,
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cocraBisieT 120 % y reTepo3uroTHbIX HOCUTEIEH (CT':{I@:%-J;IJ%%Q %i“j_ﬁﬂ%H§ FOMOSHIOTHEX

Hocureneit (CC), oTHOcUTENnbHO mManueHToB ¢ Hawmbosiee dacteiM reHotunom (TT). Yacrora
BcTpeuaemoctu amenu C B eBporelickod mnonynsuuu pasHa 18 %. Y nanueHToB C
nosmmoppusmom reHa SLCOIBI1 ectpb pUCK TMOBBIMICHUS AKCIIO3MIMH THIPOKCHUKHACIOTHI
CUMBACTaTHHA, YTO MOXET IMPHUBECTH K YBEIMUEHHUIO pHUCKa pabromuonu3a (CMOTpU pasjaen
«Ocobbie ykazanusny).
IMoka3aHusi K NPUMeHEHHIO
Hayuenmol ¢ umemuueckoil 6one3nvio cepoua uau ¢ 8vicokum puckom UbC
VY nanmeHToB ¢ BbICOKUM puckoM pa3Butus UBC (nipu Hamuuuu runepaunuaeMun uiu 6e3 Hee),
HarpuMep, y TNAIMEeHTOB C CaxapHbIM AHA0ETOM, y MAalMeHTOB C WHCYJIBTOM WU JAPYTHMHU
1epeOpOBaCKYIISIPHEIMU  3a00JICBaHUSIMA B aHaMHE3€, Yy [MAlMCHTOB ¢ 3a00JICBaHUSIMHU
nepudepudeckux cocynoB win y manueHtoB ¢ MBbC unu mpenpacnonoxenHocteio k UBC
CUMBACTATHH MOKa3aH sl
®  CHIDKEHHS pUCKa 00Iel CMEpTHOCTHU 3a CYET CHUKEHHs cMepTHOCTH B pesynbTare UBC;
®  YMCHBIICHHUS PUCKA CEPHE3HBIX COCYAUCTHIX U KOPOHAPHBIX OCIIONKHEHUM:

— HedaTanpHbI HHPAPKT MUOKap/A,

— KOpOHapHasi CMepTb,

—  UHCYJbT,

— MpoILEAYypbl PEBACKYISAPU3ALINH;
® YMEHBIICHHS pHCKAa HEOOXOIMMOCTH TIPOBEACHHS XHPYPrHUECKUX BMEIIATENbCTB IO
BOCCTAHOBJICHHIO KOPOHAapHOTO KPOBOTOKAa (TaKMX Kak aOpPTOKOPOHApHOE IIYHTUPOBAHHUE H
YpECKOXHasi TPAaHCIIOMUHAJIbHAsE KOPOHApHAsl aHTHOIIJIACTHKA);
® YMEHBIICHHUS pPHCKAa HEOOXOAWMOCTH TPOBEIACHHUS XHUPYPrHUYECKUX BMEMIATEILCTB IO
BOCCTAHOBJICHMIO  NEpUPEpUYEecKOro KpPOBOTOKA W  JPYIMX BHJIOB  HEKOPOHApHOM
pEeBaCKyIsApU3aLINN;
®  CHWXEHHUS PUCKA TOCTIMUTAIN3AIMHU B CBSI3U C IPUCTYIIAMH CTCHOKAPIUH.
T'unepnunuoemusn
e Kak jgomonmHeHWe K JWeTe, KOTJAa TPUMEHEHHWE TOJBKO JIUEeTHI H  JIPYyTUX
HEMEJMKAMEHTO3HbIX METOJIOB JICYEHUsl y MAIlMEHTOB C MEPBUYHOW TUIIEPXOJIECTEPUHEMUEH,
BKJIIOYAsl TETEPO3UTOTHYIO CEMENHYIO rurnepxojectepuHemMuto (runepnunuaemus Illa tuma mno
knaccupukanun dpenpukcoHa), WM CMEUIAaHHOW TUIEpXOJieCTEpUHEMHUEN (THUIEepIUIHIEMUs
IIb Tumna o knaccudukaruun OpenpukcoHa) HeAOCTATOYHO IS

— CcHMKeHHs noBblieHHOW KoHIeHTpauun OXC, XC JITTHII, TT, ano B,

— mnoBblmeHus koHuenTpauuu XC JIIBII,
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e runeprpuriaunepuaemMus (runepaunuaemus [V tuma no kiaccupukanuu OpeapuKcona);
®  JIOTIOJHEHHE K JIUETE W IPYTHM CIIOCO0aM JICYCHHS MAIIMEHTOB ¢ TOMO3UTOTHON CeMEWHOM
TUTIEPXOJIECTEPUHEMHUEHN NIl CHUXKEHUs MoBbIeHHOW koHueHTpauuun OXC, XC JIIHIT u
ano B;

e nmepBuyHas aucOeTanunonporenHemus (runepiunuaemus I Tuma mo kimaccudpukanuu
®dpenpukcoHa).

Ilpumenenue y oemeit u OOPOCMKOE ¢ 2emMepo3UZOMHOI CEMEHOI 2unepxoiecmepunemuent
[IpumeHneHnue cuMBacTaTHa OJHOBPEMEHHO C JUETOM MOKa3aHO /Jisi CHUKEHUS MOBBIIICHHOU
koHueHtpauun OXC, XC JIITHIL, TI', ano B y ronowei 10-17 ner u y neBymek 10-17 ner ne
MeHee dYeM uyepe3 | rox mocine MeHapxe (IepBOe MEHCTpyallbHOE KpPOBOTEUEHHUE) C
reTePO3UrOTHOM CEMEMHON TUIIEPX0JIECTEPUHEMHUEH.

IIpoTuBonoka3zanus

e [loBbINICHHAS YYBCTBUTEIBHOCTD K JTFOOOMY KOMITOHEHTY TIperapara;

e 3a0ojeBaHHe TE€YEHH B aKTHUBHOW (ase WM CTOMKOE TMOBBIIIEHWE AKTUBHOCTH
«IEYCHOYHBIX» TPAaHCAMHMHA3 B IJIa3ME KPOBH HESICHOM STHOJIOTHH;

®  HEMEePEeHOCHMOCTh JIAaKTO3bl, Me(UIMT JaKTa3bl WU CHHAPOM TIIFOKO30-TalaKTO3HOU
MababcopOoIuu;

® OJHOBpEMEHHOE TMPUMEHEHHWE C MOIINHbBIMH uHTHOuTOpamu wuszodepmenta CYP3A4
(UTpakOHA30JI0OM,  KETOKOHA30JI0OM,  I[M03aKOHA30JI0M,  BOPHKOHA30JI0M, HWHTHOWTOpaMu
BUU-miporeaspl, OolenpeBUpOM, TENampeBUPOM, IPUTPOMUIIMHOM,  KIAPUTPOMHUIITHOM,
TEeIUTPOMHUIIMHOM, Heha30J0HOM U TMpemapaTamMH, COAEpXKAIIUMU KOOUIUCTAT) (CMOTpHU
pasnensl «Bzaumoodelicmeue ¢ Opysumu nekapcmeeHuvimu cpedcmeamuy; « Ocobvie yKazanusy,
Muonamus/Paboomuonus);

e  OJIHOBPEMEHHOE NMPUMEHEHUE ¢ TeM(PUOPO3UIOM, ITUKIOCTIOPUHOM HJIM JTaHA30JI0M (CMOTPH
pasnensl «Bzaumooeticmaue ¢ Opyeumu 1eKapcmeenHvimMu cpeocmeamuy; « Ocodvie yKazanusy,
Muonamus/Paboomuonus);

®  OJHOBPEMEHHOE MPUMEHEHUE CUMBACTATHHA B J103€, IpeBblmatonieit 40 mMr, ¢ TOMATAMUAOM
y TAlHUEeHTOB C TOMO3MIOTHOM CEMEHHON TrumepxoyiecTepuHeMuend (CMOTPH  pa3enbl
«B3zaumooelicmeue ¢ Opysumu J1eKaApCMEEHHbIMU Ccpedcmeamuy, J[lpyeue JexkapcmeenHvle
e3aumooeticmsusi; « Ocoowvie ykazanusy, Muonamus/Paboomuonu3s);

e  0OEpeMEHHOCTh WM MEPUOJ TPYAHOTO BCKAPMIIMBAHHUS;

e Bo3pacT a0 18 ner (3a uckiroueHueM aeredl u noapoctkoB 10-17 neT ¢ rerepo3uroTHoin

CEeMEHHOM THIepxoyiecTepuHeMueii) (cMoTpu pasaen «llokazanus K NPUMEHEHUIO»).
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Hapymenne ¢ynxnun mouek Tspkenod crenenn (KK menee 30 mur/mun); 3moymotpebiieHue
QJIKOTOJIEM JI0 Hayaja JIeYeHus1; 3a00JIeBaHHs IEYCHN B aHAMHE3€; HACIICICTBEHHBIE MBIIICYHBIE
3a0oseBaHus, MuUoONaTUs Ha (OHE IpueMa CTaTUHOB B aHAMHE3€, ITOHMKCHHbBIM WIn
HOBBIIIEHHBIN TOHYC CKEJIETHBIX MBILIL HESICHON 3THOJIOIMU; HEKOHTPOJIUPYEMbII THIIOTHPEO3;
IUTAHUPYEMbIE XUPYPIHUYECKHE BMEIIATEIbCTBA, TSKENbIe TEPAaleBTUUECKUE U XUPYPrUUecKue
3a00JIeBaHNs; OJHOBPEMEHHOE IpuMeHeHue ¢ pudparamu (kpome Gpenopudpara), HIKOTHHOBOM
KHACIOTOH B JIMOMJACHIDKAIONIMX Jjo3ax (Oosee 1 r/cyr), aMuOIapOHOM, aMJIOAMIIMHOM,
BEpallaMmIoM, JWJITHA3€MOM, paHOJAa3MHOM, JIPOHENApOHOM, TIpeln@pyToBBIM  COKOM;
caxapHbIi 1uabeT; MPUMEHEHUE y TTAllMEHTOB MOHTOJIOMIHOW pachl, MOKUIION BO3pacT (crapiie
65 51eT, 0cCOOEHHO JKEHIIMHBI).

IIpuMeHenue npu 6epeMEHHOCTH M B IEPHO/] TPYAHOI0 BCKAPMJIUBAHUS

bepemennocmo

CuMBacTaTuH TPOTHBOIIOKAa3aH OepeMEeHHbIM. Tak Kak 0e30macHOCTh Ui OEpeMEHHBIX He
JIOKa3aHa W HET JaHHBIX, YTO JICUEHHE TIpenapaToM BO BpeMsi OCpEeMEHHOCTH NPHHOCHT
OUYEBHUJIHYIO MOJIb3Yy, IMPUEM Ipernapara cieayeT HEMEAJCHHO IMPEeKpaTUTh IpU HACTYIUIEHUU
6epemenHocTH. CUMBACcTaTHH CleIyeT Ha3HAyaTh KEHIMHAM JETOPOJHOIO BO3pacTa TOJIBKO B
TEX CIlydasX, KOT/Ia BEpOSITHOCTh O€peMEHHOCTH OoueHb Mana. [IpruMeHeHne cuMBacTaTHHA BO
BpeMsi OEpeMEHHOCTHM MOXKET CHU3UTh KOHICHTPAIMI0 MeBajioHaTa (TPEAIIECTBEHHUK B
OMOCHHTE3€ XOJIECTepUHA) y IUI0Aa. ATEpOCKIEpO3 SBISIETCS XPOHUYECKUM 3a00JIeBaHUEM, U
OOBIYHO TpeKpalleHHe NpueMa THIIOIUIUAEMUYECKUX IPernapaToB BO BpeMsi OepeMEHHOCTH
OKa3bIBaCT HE3HAUMTEIIFHOE BIMSHHE Ha JIOJTOCPOYHBIC PHUCKH, CBS3aHHBIE C TEPBUYHON
THIIEpXOJIeCTepHHEMHUEil. B CBSI3M ¢ 3TUM CHMBAacTaTHH HE JOJDKEH NMPHUMEHSTHCS Y KEHIIUH,
KOTOpble OEpeMEHHBI, MBITAIOTCS 3a0epeMEeHeTh WM TOA03pPEBAalOT, YTO OHM OEpeMEHHBI.
JleueHne CHMBACTaTMHOM JOJDKHO OBITh MPUOCTAaHOBJIEHO HA BECh CPOK OEPEMEHHOCTH WM
noka OepeMEeHHOCTh HE TUArHOCTUPOBAHA, a caMa JKEHINMWHA MPEIYyNpeXkaeHa O BO3MOXKHOU
OMACHOCTH JUIs T10/1a (CMOTpH paszfen «/Ilpomusonokazanusy).

Ilepuoo epyonoeo sckapmaueanus

JlaHHBIE O BBIIEJICHUU CUMBACTAaTHHA M €r0 METAabOJIMTOB C TPYAHBIM MOJOKOM OTCYTCTBYIOT.
[Tpu HeoOXOAMMOCTH Ha3HAYEHUS CHMBACTAaTHHA )KCHIIIMHE B MIEPHUOJI TPYIHOTO BCKAPMIIMBAHUS
CJIEZIyeT YYUTHIBATh, YTO MHOTHE JICKAPCTBEHHBIE MPETApaThl BEICISIFOTCS C TPYIHBIM MOJIOKOM,
U MMEETCSl yrpo3a pa3BUTUsl CEPbE3HBIX HEONaronpHsTHBIX peakuuil. BenenctBue storo mpu
KOPMJICHUU TPYAbIO PUEM Ipernapara cielyeT IpeKpaTUTh.

DepmunbHocmo

JlanHble 0 BIUSHUM CUMBAacTaTHHA Ha GEPTUILHOCTD Y )KEHIIUH OTCYTCTBYIOT. CUMBACTaTUH HE
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Cnocod npuMeHeHus U 103bl

/o nauana neyenus cumeacmamuHoOM Rnayuenmy cjiedyem HAZHAYUMb CHAHOADMHYIO
2UNOX0]1eCMEPUHOBYI0 Ouemy, KOmopas O0O0MICHA COO100ambca 6 MmeueHue 6ce2o Kypca
Jleuenus.

Buytps, 3anuBasi J0CTaTOYHBIM KOJUYECTBOM BOJIBI.

Pexomenayembie n03bl cumBacTaThHa OT 5 10 80 Mr B cyTku. Jlns oOecrneueHus: yKa3aHHOTO
peKHUMa J03UPOBAHMS MPH HEOOXOIMMOCTU NPUMEHEHHUS! CUMBAcTaTHHA B JI03€ 5 MTI' B CYTKHU
cienyeT Ha3HayaTh IIpenaparbl CHUMBAacTaTMHA ApYyrux npousBoauteneld. lIpemapar cinemyer
npuHuMath | pa3 B cyTku BeuepoM. [Ipu HEOOXOaUMOCTH 103y Ipemnapara yBEIUYHBAIOT C
UHTEpBaJlaMu  He  MeHee uyeM B 4  Hegenu  MakeumyM g0 80 wmr
1 pa3 B cytku BeuepoM. 1oy 80 Mr B CyTKHM PEKOMEHIYETCsl Ha3HAayaTh TOJbKO NALMEHTaM C
BBICOKHM PHUCKOM CEpJEYHO-COCYAUCTBIX OCIIOKHEHUH, €Clii JIeueHue mpernaparoM B Oolee
HU3KUX J1033aX HE MO3BOJIMJIO JIOCTHUYh IEJEBbIX YPOBHEH JIMIMJIOB, a IpearogaraeMas mojib3a
Tepanmuy  MPEBBIIACT BO3MOXHBIM  puck  (cMmoTtpu  pasunen  «Ocobvie  ykazaunusy,
Muonamusi/Paboomuonus).

Hayuenmul c uwiemuueckoil 60n1€3HbIO CEPOUA UNU 8bICOKUM puckom pazeumus U6C
CranmapTHas HavajdbHas 032 CUMBAcCTaTHHA IS TTAITMEHTOB C BHICOKUM puckoM pazsutusi UBC
B COYETAaHWHU C TUINEPIUNHAEMHEN wuin 0e3 Hee (MpU HAIMYMKM CcaxapHOro jJuabera,
MEPEeHEeCEeHHOr0 HWHCYNbTAa WM JAPYTruX IepeOpoBacKylIspHBIX 3a0oeBaHMil B aHaMHese,
3a0oneBaHuil mepudeprudeckux cocyaoB), a Takxke g nanueHToB ¢ UBC cocraBuser 40 mr
1 pa3 B cyTku BeuepoM. MeaukaMeHTO3Hasl Teparus J0JKHa ObITh Ha3HAaYeHa OJHOBPEMEHHO C
JUETOM U JTIeueOHON (PU3KYIBTYpOil.

Ilayuenmut c cunepaunudemueil, He umerOujUe 6blUienePeyucieHHbIX PaKmopos pucka
CranpapTHas HayanbHas 103a CUMBacTaTuHa coctaisieT 20 Mr 1 pa3 B CyTKH BE4EpOM.

Jlis manueHToB, KOTOPBIM HE00X0uMo 3HauuTenbHoe (0onee 45 %) CHUKEeHUE KOHILIEHTpaIuu
XC JHIHII, nayansHas no3a MoxeT coctaBisath 40 mr 1 pa3 B cytku BeuepoM. [lanmentam c
JIETKOM UM YMEPEHHOM TMIepX0JIeCTepUHEMHEN TEpanuilo CUMBACTATUHOM MOYXHO Ha3HA4aTh B
HavyanpHOW 103e 10 Mr 1 pa3 B cytku. B cmyuae HeoOXogmmocTu moadOp 103 cCleAyeT
MIPOBOJIUTH B COOTBETCTBUU C BBINIEYKa3aHHON cxeMoil (cMoTpu paszaen « Cnocob npumeneHus u
003bl).

Iayuenmol ¢ 20M0O3U20MHOU CeMEUHOU 2unepxonecmepunemuen

CumBacTaTUH peKOMEHI0BaH B 03¢ 40 MI' B CyTKH, IPUHUMAEMON OJJHOKPATHO BEUEPOM.

Ho3zy 80 mr pekoMeHmyeTcss Ha3HadyaTh TOJBKO B Cllydae, €CJIM Ipeanosiaraemas IoJb3a

TEepanmuu TpPEBbIIIAET BO3MOXHBIM  puck (cMorpu  pazaen  «Ocobvie  yKkazaHusy,
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Muonamus/Paboomuonuz). Y Takux TaIlUECHTOB CHMB'AE%%AE%EIEW@E%BJE%C o K/{%HH&HI&H C

JPYTMMH METOJIaMU THIIONHIHIeMUudeckoro jeueHus (mampumep, JIITHII-adepes) wmm 6e3
0J0OHOTO JICYCHHUSI, €CITH OHO HEJIOCTYITHO.

Jlis manueHToB, MPUHUMAIOIINUX JIOMUTAMNHI OJTHOBPEMEHHO C CUMBACTaTUHOM, CYyTOYHAs /1032
CUMBAcCTaTHHA HE JOJDKHA npeBbimaTh 40 Mr (cMOTpu pasnensl «Bsaumooeticmsue ¢ opyaumu
JekapcmeeHHviMu cpedcmeamuy; « Ocodvle ykazanusy, Muonamus/Paboomuonu3).
Conymcmeylowan mepanus

CuMBacTaTUH MOXKET Ha3HAYaThCsl KaK B MOHOTEpAIUU, TaK U B COUYETAHHH C CEKBECTPaHTaMHU
JKEITYHBIX KHUCTIOT.

Y manueHToB, TNPUHUMAIONIMX CHMBACTaTHH OJHOBpEMEHHO ¢ (ubpatamm, Kpome
rempudpo3mna (cMorpu pazaen «lIpomusonoxazanusy) wim (eHopudpaTa, MaKCHMaIbHAs
peKOMeHIyeMasi 103a CUMBacTaThHa cocTaBiisgeT 10 Mr B CyTKH.

Jls manuenToB, MPUHUMAIOIIUX aMHOIapOH, BepamaMuil, JUJITHA3EeM, penapathl, coAaepKaIinue
3II0aCBHUpP WM TPA30IPEBHUP, WA aMJIOJUIIMH OJHOBPEMEHHO C CHMBACTaTHHOM, CyTOYHAsI 1032
CMMBAcCTaTHHA HE JIOJDKHA MpeBbiaTh 20 Mr (CMOTpH pa3iensl « Bzaumoodelicmeue ¢ Opyeumu
JexapcmeeHHviMu cpeocmeamuy; « Ocobwvie ykasanusy, Muonamus/Paboomuonus).

Hapywenus ¢pynkyuu nouek

[TockonpKy cUMBAcTaTUH BBIBOJUTCS MMOYKaMH B HEOOJIBIIOM KOJUYECTBE, HET HEOOXOJUMOCTHU
B M3MEHEHUM 103 y MAI[MEHTOB C YMEPEHHBIM HapyIIEHHEM (YHKIMHU MOuYeK. Y MAIMEHTOB C
TshKenol modeuHoil HemoctaTtoyHocThio (KK < 30 mu/muH) crneayeT TIIATENbHO B3BECHUTH
11e1eco00pa3HOCTh Ha3HAUCHUS Mpenapara B 103ax, npesbimanmux 10 mr B cytku. Ecnu Takue
JIO3UPOBKHM CUUTAIOTCS HEOOXOJUMBIMHU, CIEAYET Ha3HayaTh UX C OCTOPOXKHOCTBIO (CMOTpHU
pazzen «C ocmopoxcHocmoioy).

Ilpumenenue y oOemeit u noopocmkoé 10-17 nem ¢ zemepo3uzomuoil cemeuHou
2unepxonecmepunemueil

Pexomennyemas HauvanbHas A03a cocrasisgieT 10 Mr B CyTku BedepoM. PEeKOMEHIyeMBbIil pexum
no3upoBanud cocrabisieT 10-40 Mr B CyTKH, MakCUMaJibHas peKOMEHIyeMasl 1038 CHMBAaCTaTHHA
cocrasisieT 40 mr B cyTku. [Toabop 103 TpoBOAUTCS UHAMBHUYaTbHO B COOTBETCTBUU C LIETSIMU
Tepanuu.

IloGouHoe nelicTBHE

CuMBacTaTuH B II€JIOM XOPOIIO MEPEHOCUTCS, U OOJIBITMHCTBO MOOOYHBIX 3((HEKTOB SABISIOTCS
cnabo BBIPRKEHHBIMU U Tpexonsunmmu. Menee 2 % malMeHTOB, NMPUHUMABIIMX y4acTHE B
KJIIMHUYECKUX MCCIIEIOBAHUAX, MPEKPATUIN JICUEHHE B CBSI3U C PA3BUTUEM HEXKENATEIbHBIX
SIBJICHUM, CBOMCTBEHHBIX CUMBACTATHHY.

B NpEeaAPEruCTpaiuOHHBIX KIIMHUYCCKUX HCCICAOBAHUAX HCKCIATCIIBHBIMU  SBJICHUSMH,
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BO3HUKABIIMMH C dYacToToi He MeHee 1 %, KOTOpBIg-l 'é'ﬁeﬁﬁsjd;&ﬁ]ﬁ%lé‘igdsgfénhﬁ' | kak

BO3MOYKHO, BEpOSTHO MJIM OIPENEICHHO CBS3aHHBIC C MPHEMOM Ipenapara, ObLIM 00Nb B
KUBOTE, 3alOp M MeTeopusM. JIpyruMH HEXelaTeIbHbIMU SIBJICHUSMH, BO3HHUKABIIUMH Y
0,5-0,9 % marueHToB, OBLIM ACTEHHS U FOJIOBHAS OOJIb.

Nmenuch penkue cooOIIEHUS O Pa3BUTUM MHUONATUH (CMOTpU paznen «Ocobvie ykazanusy,
Muonamusi/Paboomuonus).

B xnmnnueckom uccnenosanuu (HPS), B koropom 20536 nmanueHTOB NPUHUMAIN CUMBAcCTaTHH
(n = 10269 manuenToB) B 103¢ 40 Mr B cyTku win 1wiane6o (n = 10267 manueHToB) B TCYCHHE B
CpeaHeM 5 JIeT, XapakTep HeXeJaTeIbHbIX ABJICHUN ObUI CXOAHBIM B IpYIIax CUMBAcTaTHHA U
iane6o. Yactora nmpekpameHus Teparnu BCICACTBAE Pa3BUTHS HEXKEIATeIbHBIX SIBJICHUN ObLIa
TaK)K€ CONOCTaBUMOW B nByX rpymmnax (4,8 % B rpymme cumBactatuHa U 5,1 % B rpymnme
wiane6o). Yacrora pa3BUTUS MUONATUU y NAIMEHTOB, NPUHMMABLIMX CHUMBACTaTUH, ObuLIa
menee 0,1 %. [ToBbllIeHHE aKTUBHOCTH «II€UEHOYHBIX» TpaHCaMuHa3 (6osee yeM B 3 pasa BblllIe
BepxHel Trpanunbl Hopmbl (BI'H), mnoarBepkaeHHOe npu IOBTOPHOM  HCCIIEAOBAHUM)
Habmoganoce y 0,21 % mnamuentoB rpynnsl cumBactatuHa u 0,09 % mManMeHTOB TpyMIbI
iane0o.

EcTtb cooOmieHuss 0 BO3MOXHOCTH Pa3BUTHUS CIEAYIOUIMX HexenaTelabHbIX sBieHuil (H)
(penxo: > 0,01 % u < 0,1 %, ouens peako: < 0,01 %, yactoTa HE yCTaHOBJICHA: HEBO3MOXKHO
OILIEHUTh YaCTOTY Ha OCHOBAHUH JIOCTYITHBIX JAHHBIX):

Hapywenusa co cmoponst Kpoeu u aum@amuueckoil cucmempl: peaKo — aHeMusl.

Hapywenusa co cmoponst UMMYHHOU CUCHEMbL:

Penxo — pa3BuBaiics CUHAPOM TMIIEPUYBCTBUTEIBHOCTH, KOTOPBIN MPOSBISIICS aHa(UIaKCUEH,
AQHTMOHEBPOTUYECKUM  OTEKOM,  BOJIYAHOYHOMNOJOOHBIM  CHHIPOMOM,  pEBMAaTHYECKOMH
NOJUMMAITUEH, J1IePMAaTOMUO3UTOM, BAacKyJIMTOM, TPOMOOILMTONECHHUEH, 303MHO(UINEH,
YBEJIMYEHUEM  CKOpocTH ocenanus ospurpouutoB (COD), aprputoMm, apTpairusIMH,
KpanuBHUILIEH, (DOTOUYBCTBUTENBHOCTBIO, JUXOPAIKOHM, «IIpUiIMBaMH» KPOBH K KOXE JIUIIA,
OJIBIIIIKON M OOIIEN CIa00CThIO.

bouin  momy4yeHbl OuY€Hb pEAKUE COOOIIEHHS O Pa3BUTUM  HUMMYHOOIOCPEIOBAHHOU
HEKpPOTH3HpYIOIIeH MuonaTuu (ayTOMMMYHHOM MHOIATUH), OOYCJIOBICHHOW MpPHEMOM
cTtaTMHOB. VIMMyHOOMNOCpe/1oBaHHAsi MUOMATHUsI XapaKTepu3yeTcsi ci1abOCThbI0 MPOKCHUMAIbHBIX
MBIIII] M TOBBIIIEHHOM aKTUBHOCThIO KpeaTHH(pocokuHazpl (KDK) B chiBopoTke KpoBH,
KOTOpPBbIE COXPAHSIOTCS, HECMOTPsl Ha OTMEHY JiedyeHHs cTaTuHoM. Ha Ouomncum Mblmi BUAHA
HEKPOTH3UPYIOLas MUONaTus 0e3 3HAUYUTEIbHOIO BOCHANEHUS. YIydllleHHe HaOIoaaeTcs Npu
Tepaluyl HMMMYHOJENPECCUBHBIMU IpenaparaMu  (cMoTpu  pasznen «Ocobvie  ykasanusy,

Muonamus/Paboomuonus).
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Takxe ObUIM TIONYy4YEHBI pPEIKHE IOCTpEr

HapYILICHUAX (HalpUMep, pa3inyHble HAPYIIEHUS NaMsITH — 3a0bIBUMBOCTD, CHI)KEHUE MaMSITH,
aMHe3Hs, CIIyTaHHOCTb CO3HAHUS), CBSA3aHHbIE C IPUMEHEHUEM CTaTUHOB. /[aHHbIE KOTHUTHBHbIE
HapyLEHUs ObUIM 3apETUCTPUPOBAHBI IPU MpUeMe BceX cTaTUHOB. COOOLICHUS B LEIIOM OBbLIH
KJIaCCU(UIIUPOBAHBI KaK HECEPbE3HBIE, C PA3TMUHOMN ATUTEIBHOCTHIO J0 MOSBICHHS CUMIITOMOB
(ot 1 cyTOK 10 HECKOJBKUX JIET) M BpEMEHeM uX paszpeuieHus (Meauana 3 Henenu). CUMOTOMBI
ObUTH OOPATUMBIMHU M IPOXOAMIIH TIOCIE OTMEHBI TEPAITHH CTATUHOM.
Hapywenusa co cmoponsl HepeHOUl cucmempl: PEIKO — TOJIOBOKpYXKeHUE, nepudepudeckas
HelponaTHs, apecTe3us; OUYeHb PeKO — OECCOHHMUIIA; YaCTOTa HE YCTAHOBJIEHA — JCPECCHsl.
Hapywenua co cmoponvl ObIXamenvHOl CUCHIEMbl, OpP2AHOE 2PYOHOU KIEeMKU U
cpedocmenus: 4acToTa He YCTAaHOBIIEHA — HHTEPCTUIMAIbHOE 3a00IeBaHHE JICTKHX.
Hapywenusa co cmoponsl j#ceny0oYHo-KUuieuno20 mpaKkma: peaKo — IUCIENCUs, TOLIHOTA,
pBOTa, nuapesi, MaHKPEaTUT, TeNaTUT/KeITyXa,; OueHb peAko — ¢aTtaibHas W HedaTalbHAs
MEYCHOYHAs HEJJOCTATOYHOCTb.
Hapywenus co cmoponsl Ko)icu u nOOKOMNCHBIX MKAHeN: PEIKO — KOXKHAsl ChIllb, KOXKHBIN 3y,
ajonenus.
Hapywenua co cmoponbl CKel1emHO-MblueYHOU U COEOUHUMENbHOU MKAHU: PENKO —
MUANITUS, CYJOPOTH MBI, pabdJOMHUONN3; YacTOTa HE YCTAHOBJIEHA — TEHAMHOMATHH,
BO3MOYHO C pa3pbIBOM CYXOKHIIHA.
Hapywenua co cmoponst noi106bix 0p2anoé u MoJ104HOU JHcene3pl: 1aCTOTa HE YyCTaHOBJIEHA —
APEKTUIIbHAS AUCHYHKIIUS.
Jlabopamopuwvie u uncmpymenmanvnvie OaHHblE:
NmeroTes penkue coOOLIEHHUSI O Pa3BUTUU BBIPA)KEHHOI'O U CTOMKOTO MOBBILIEHHUS aKTUBHOCTH
«MEYEHOUHBIX» TpaHcaMmuHa3. Takke cooOLaJoOCh O MOBBILIEHUH AKTUBHOCTH IIETOYHOU
docdaraszpl U ramma-riayraMuwiITpaHcnenTuia3bl. OTKIOHEHUS B MOKa3aTensax (QyHKIMOHAIbHBIX
MEYECHOUHBIX MPOO OOBIYHO c€a00 BBIPAXKEHBI M HOCAT TpEeXOAsAmuii xapaktep. Mmerorcs
CBe/IeHUs O ciyvasx noblimeHus akTuBHocTH KOK (cmotpu pazaen « Ocobvie ykazanusy).
Coo01manoch 0 TOBBIMIEHUH KOHLEHTPALMH TIMKO3WIUpOoBaHHOTO remoriodouna (HbAlc) u
KOHIEHTPAllUU TJIIOKO3bl B CBHIBOPOTKE KPOBHM HATOIIAK MpPH IPHUEME CTATHHOB, BKJIIOYAs
CUMBACTaTHH.
Crenyromnue HexenaTeIbHbIe SIBICHUS COOOIANNCH PU MPUMEHEHUH HEKOTOPBIX CTATUHOB:

e HapyLIEHHs CHA, BKJIIOYasl KOIIMapHble CHOBHJICHUS;

e cekcyanbHas TUCHYHKIHUS, THHEKOMACTHSI.
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Hemu u noopocmku (10-17 nem)

CMNEPTHOMY OTUETY

B ximHMYeCKOM HCCIIeIOBAHUU C y4aCTUEM MallMeHToB B Bo3pacTe 10-17 jet ¢ rerepo3uroTHoit
CeMEWHOW TumnepxoiecTepuHeMueld npoduiab Oe30MacHOCTH U MEPEHOCUMOCTH JICUCHHS B
rpynmne, NpPUHAMABIIEH CHUMBAcCTaTUH, OBUT COMOCTaBUM ¢ MpoduieM Oe30MacHOCTH U
NEPEeHOCUMOCTH JICYeHHUs B Tpylne, NpUHUMaBlIed mianedo (cmotpu pasaen «Ocobvie
yrazanusay, [Ipumenenue y demeii u noopocmkog 6 sos3pacme 10-17 nem).

Baoicno coobwams o pazeumuu Hedxceiamenbblx peakyull ¢ yenvio obecnedenus HenpepbieHO20
MOHUMOPUH2A OMHOUIEHUS NOJIb3bl U PUCKA JleKapcmeeHHo2o npenapama. Ecau nobvie u3
VKA3AHHBIX 68 UHCMPYKYuU NoOOUHbIX 3(pgexkmos ycyeyonaomes, uiu Bvi 3amemunu nrobdwvie
opyeue nobounvie 3¢ghexmvi, He YKA3aHHble 8 UHCMPYKYUU, coodwume 06 3MOM 8pauy.
Meouyunckue pabomuuxu coobwjarom o n100bIX HeHCeNamenbHblX peaKyusx 1eKapCmeeHHO20
npenapama yepe3 HaAYUOHAIbHbIE CUCTNEMbL COOOWEHUS O HeHCeTIAMeNbHbIX PeaKYUsX.
ITepeno3upoBka

Coo0manoch O HECKONBKHX CiIydasX Iepeo3UpOBKH, MaKCHUMalbHAs MpPHUHATAsS 7032
cocraBisiia 3,6 r. Hu y 01HOTO MmanuenTa mocieACTBUN epe103nPOBKY HE BBISIBIICHO.

Jns neyeHus mepeno3UpOBKH MPUMEHSIOTCS OOIIMe Mepbl, BKIIOYas IMOAJNEPKUBAIOIIYIO U
CUMITOMATUYECKYIO TEPAIHIO.

B3aumosneiicTBHE ¢ APYrUMH JIeKAPCTBEHHBIMH CPEeACTBAMH

MHoOro4HCIeHHbIE MEXaHHU3MBl MOTYT CHOCOOCTBOBATH TMOTEHIMAIBHOMY B3aHMMOJICHUCTBHIO C
unruoutopamu I MI'-KoA-penykTassl. JlekapcTBeHHbIE CpEACTBA WU MIPOAYKTHI PACTUTEILHOTO
MPOUCXOXKACHUS, WHTHOUpPYIOUINE oOmpeneiaeHHble (epMeHTs MeTabonu3ma (Hampumep,
CYP3A4) u/umun tpancnoprepsl (Hanpumep, OATPI1B), MoryT yBenuuuMBaTh KOHIEHTPALUIO
CUMBACTaTHHA W TUAPOKCUKUCIOTH CHMBACTATHHA B TIa3Me KPOBH M MIPUBOJIHUTD K TIOBBITIICHUTO
pHUCKa pa3BUTHS MHOMATHH/PadOMHUOIN3A.

Jisi BceX MNPUMEHSIIONIMXCSI OJHOBPEMEHHO JIEKAPCTBEHHBIX CPEACTB HEeO0X0AMMO
0o0paTUTLC K HMHCTPYKIMM MO MEIHIUHCKOMY MNPUMEHEHHIO [UISl TOJy4YeHHSs
AOMOJIHMTEIbHOH HMHpopMamuM 00 HUX MNOTEHUUAJbHBLIX  B3aMMOJAEHCTBUAX C
CHMBACTATHHOM, W/WJIM BO3MOKHOM BJIMSIHUM HA ()epMEHTHI WM TPAHCHOPTEPHI, 1JIf
BO3MOKHOMH KOPPEKIHMH /103 HJIH Pe:KUMa 103MPOBAHMSI.

Ilpomueonokazannvie KOMoOUHayuU 1€KAPCMEEHHBIX CPEOCME

[TpoTrBOMOKa3aHa COMYTCTBYIOMIAS TEPAIHS CICAYIOIIMMHA JIEKAPCTBEHHBIMU CPEACTBAMHU.

e Mowmnvie uneubumopwt uzogpepmenma CYP3A4

CumBacratun metabomusupyercst uzopepmentom CYP3A4, HO He MHTHOMPYeT aKTUBHOCTH
3TOro M30(epMeHTa. DTO MO3BOJSET MPEANOIOKUTh, YTO MPUEM CHUMBACTATHHA HE OKa3bIBAET

BJIMAHUA HAa KOHIOCHTPALIUIO B IJIA3MC KPOBU JICKAPCTBCHHLIX CPCACTB, MeTaGOHI/BI/IpyIOH_II/IXCH
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VBEJIMYUBAIOT PUCK PA3BUTUS MHONATHM 332 CUET CHIDKEHUS CKOPOCTH  BBIBEIICHUS
cumBacTatrHa. OTHOBPEMEHHOE TPUMEHEHUE MOIIHBIX MHrHOUTOpoB m3odepmenta CYP3A4
(HampuMmep, UMpaxKoHazonda, KemoKOHA301d, HO3AKOHA30.d, B6O0PUKOHA301A, IPUMPOMUYUHA,
KIApUMpOMUYUHa,  meiumpomuyuna,  uxneubumopos  BUHY-npomeasvl,  6oyenpesupa,
menanpesupa, Hegazo00Ha, TIPEIapaToB, COACPXKAIIMX KoOuyucmam) W CUMBACTATHHA
NPOTHBOMOKA3aHO (cMOTpU  pazzuensl  «IIpomusonokazanusy; «Ocobvle  yKazaHusy,
Muonamus/Paboomuonus).

o [em@ubposun uiu yukiocnopum

Cwmotpu pazzaens! «lIpomugsonokaszanusny; « Ocobvie ykazanusay, Muonamus/Paboomuonus.
/Jlpyzue nexapcmeennuvie 63aumooeiicmeus

o Jlpyeue pubpamoi

Puck pa3BuTHS MUOTIATHM YBEIMYWUBASTCS MPH OJHOBPEMEHHOM NMPHMEHECHUU CHUMBACTATHHA C
rempudpo3uwioM (cmotpu  pasgen  «llpomusonokazanusy) wu  apyrumu  (ubparamu
(xpome denodubpara). J[aHHbIE THIOIUITUIEMAYECKHE CPEIICTBA CIIOCOOHBI BBI3BATh MHUOITATHIO
B MoHOTepanuu. [Ipu OIHOBpEeMEHHOM NPHMEHEHHWH CUMBacTaTHHa c (eHoduOpaToM pHCK
Pa3BUTHS MHUOMATHM HE TMPEBBIIAT CYMMY PHUCKOB IPH MOHOTEPANUU KaXKIbIM IPErapaToM
(cmotpu paznensl «/Ilpomusonokazanusny; « Ocoovle ykazanusy, Muonamus/Paboomuonus).

e  Amuooapon

Puck pa3BuTHsS MHONATHH/PAOIOMUONIA3a TIOBBIIIACTCS TPHU OJHOBPEMEHHOM MPHUMECHECHUU
aMHUOJIapoHa C CHMBAaCTaTUHOM. B KIMHHUYECKOM HMCCIE0BaHUU YaCTOTa PA3BUTHS MHOMATHH Y
MAIMEHTOB, MPUHUMABIINX OJTHOBPEMEHHO CUMBACTaTHH B 03¢ 80 MI' U aMHOJIapOH, COCTaBUIIa
6% (cmotpu  pasmensl  «Cnocob6  npumenenusi u  003bl»; «Ocobble  yKa3amusy,
Muonamus/Paboomuonus).

o bnokamopul «MeONeHHbIXY KATbYUEBbIX KAHANO08

Pruck pa3BuTus MHoOnaTHH/pa0bJIOMHONIM3a TOBBIIIACTCS TPH OJHOBPEMEHHOM IPHUMECHCHUN
BepamaMuiia, JWITHAa3eMa WM aMJIOJUIIMHA C CHUMBACTaTHHOM (cMOTpu pazaensl «Cnocod
npumenerus u 003vly; « Ocodvle yrazanusy, Muonamus/Paboomuonus3).

o Jlomumanuo

Puck pa3Butus Muonatuu/pabaoMHonM3a  MOMKET TMOBBIIIATHCS TPU  OJHOBPEMEHHOM
MPUMEHEHUN JIOMHUTAIKIa C CAMBACTaTUHOM (CMOTpHU pazfensl « Cnocob npumerenus u 003vly,
«Ocobbie ykazanusny, Muonamus/Paboomuonus).

o Vmepennwvie uneuoumopul usopepmenma CYP3A4 (nanpumep, Oponedapon)

[Ipy OgHOBpEeMEHHOM NPUMEHEHUH IPEnaparoB, OOJAMAIONUX YMEPEHHOW HHTHOMpYromei

aKTUBHOCThIO B oTHOmeHHH u3odepmenta CYP3A4, u cumBacratuHa, ocoOeHHO B Oojee
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BBICOKMX /103aX, MOXET TOBBICUTBCS PHCK paéghqp;ﬁ_lE*;[géﬁ'é¥§lp I:'Illé;f";)¥§ﬂ':l ! 'Bllénen

«Ocobvle  ykazanusy, Muonamus/Paboomuonuz). Ilpy OJHOBpEMEHHOM TPHUMEHEHUU
CUMBAcTaTHHAa W yMEpeHHbIX WMHTuomTopoB m3odepmentoB CYP3A4 moxer morpeboBarbes
CHU)KEHHE JI03bl CHMBACTaTHHA.

o  Panonaszum (ymepennwiti uneubumop uzogepmenma CYP3A4)

[Ipy ogHOBpEeMEHHOM NPUMEHEHUHU paHOJa3uHa M CHUMBACTaTHHA MOKET IMOBBICUTHCS PHUCK
pa3Butus muonatuu (cMOTpu pasznen «Ocobvie ykazanusy, Muonamus/Paboomuonusz). Tlpu
OJTHOBPEMEHHOM NPUMEHEHWU CHMBACTaTHHA M PAaHOJIA3MHA MOXKET MOTPeOOBATHCS CHUKEHUE
JI03bl CHMBacTaTHHA.

o Uneubumopwur mpancnopmuozo 6eika OATPIBI1

['unpokcukucioTa cuMBacTaTHHa sBIsieTcss cybctpatrom TpaHcmopTHoro Oenka OATP1BI.
OnHoBpeMeHHOE TPUMEHEeHHE HHTMOUTOPOB TpaHcnoptHoro Oenka OATPIBI1 u cumBactatuHa
MOYKET MPUBECTH K YBEIUYCHUIO IJIA3MEHHON KOHIICHTPALWU THAPOKCUKUCIOTH CHMBACTaTHHA
U TIOBBIIICHUIO PHCKA Pa3BUTHS MUOMATUHU (CMOTpH paszaensl «IIpomusonoxazanusny; « Ocobbie
yrazanusny, Muonamus/Paboomuonus).

o Hneubumopwl benxa ycmouuusocmu paxa monounou xcenesvt (BCRP)

CumBactatun siBhsieTcst cyocrpatom 3¢ dmokcHoro Tpancnoprepa BCRP. OpnoBpemenHOE
npuMeHeHne cuMmBacTathiHa u uHrHOMTOpoB BCRP (Hampumep, anbacBupa M rpas3onpeBupa)
MOYKET TPUBECTH K YBEIHMUYEHHIO IIa3MEHHOW KOHIICHTPAIMM CUMBACTATHHA W IOBBIIICHUIO
pHUCKa pa3BUTHS MUOMATHUU. [Ipr OAHOBPEMEHHOM MPUMEHEHHH CHMBACTaTHHA W HHTHOMTOPOB
BCRP Moxxer moTpeboBaThCs KOPPEKIMs J03bI CHUMBAacTaTUHA (CMOTpU pazaensl «Cnocod
npumenenus u 003vly; «Ocobwvie ykazanusny, Muonamus/Paboomuonus).

o  Huxomumnosas xucioma (He menee 1 2/cym)

[Ipy ogHOBpeMEHHOM MNPUMEHEHHH CHMBACTaTHHA W HUKOTMHOBOW KHCIOTHI (HHAIMHA) B
JUOUACHWKAIOMMX J03ax (He MeHee | T1/CyT) omucaHbl peikue Cciydau pa3BUTHUA
muonaTun/padbaomuonu3a. B papMakOKMHETHYECKOM WCCIEIOBAHUU TIPH  OJHOBPEMEHHOM
MPUMEHEHUH OJHOKPATHO 2 T HUKOTHHOBOW KHCIOTHI 3aMENJICHHOTO BBICBOOOXKIEHUS U
cuMBacTaThHa B 103¢ 20 Mr HaOmroaanoch He3HaunTenbHoe yBenudenne AUC cuMBacTaTHHA U
THJIPOKCUKUCIIOTHl CHMBAcTaTHHA, a TakkKe Cmax THIPOKCHUKUCIOTH CHMBACTAaTHHA B IUIa3Me
KpoBu (cMoTpu paznen « Ocoobwvie ykazanusy, Muonamus/Paboomuonus).

e @y3uodosas kucroma

[Tpr oTHOBpEMEHHOM TpPHUMEHEHUW (DY3UTOBOW KUCIOTHI H CHMBACTaTHHA MOXET TTOBBICHUTHCS

PHUCK pa3BUTHS MHOTIATUH (CMOTpH pazaen « Ocobuvle ykazanusy, Muonamus/Paboomuonus).
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o  Koaxuyumn

[Ipy ogHOBpEeMEHHOM NPUMEHEHHHM KOJIXMIIMHA U CHMBACTaTHHA Yy MAalMEHTOB C IOYEHHOMN
HE/IOCTaTOYHOCTBIO ~ OMHUCAHbl  CIAy4al  Pa3sBUTHS  MHONATHM U PabJOMHONIH3A.
[Tpr KOMOMHUPOBAHHOM TEpAIMK JAaHHBIMU MIPETapaTaMy TaKUe MAIUEHTHI JOJKHBI HAXOIUThHCS
MOJ1 TIIATEIbHBIM HAOIIOICHUEM.

o  Jlueokcun

OpnHoBpeMEHHOE TMPUMEHEHUE JUTOKCMHA W CHMBACTaTHHA Y 3J0POBBIX JI0OpPOBOJIBLIECB
MPUBOJMIIO K HEOOJIBIIOMY MOBbIIIEHUIO (MeHee 0,3 HIr/Mi1) KOHIICHTpAui AUTOKCUHA B TUIa3Me
KPOBH, U3MEHEHHOM METOJOM PaTUOMMMYHHOTO aHAJIM3a, MO CPAaBHEHHUIO C OAHOBPEMEHHBIM
NPUMEHEHHEM JIMTOKCHHA U TUIaneoo.

o CekxsecmpaHmul HCENYHBIX KUCTIOM

[Ipr ogHOBpEMEHHOM NMPHUMEHEHHH CEKBECTPAHTOB KEIMYHBIX KHCIOT M CHMBACTaTHHA, IIPUEM
CUMBACTaTHHA JOJKEH OCYIIECTBIISITHCS WM 3a 2 yaca J0 WM uepe3 4 yaca mocie mnpuema
CEKBECTPAHTOB KEIYHBIX KUCIOT (CMOTpU pazaen « Cnocob npumeneHus u 003v1»).

e  Pugpamnuyun

B cBs3u ¢ TeM, yTo pudaMnuuuH SABISETCS MOIIHBIM MHAYKTOpoM m3odepmenta CYP3A4, y
NAIMEeHTOB, MOJYYAIOIUX JOJTOCPOYHYIO TEpanuio pHPaMIUIUHOM (HAIpUMEp, JCYCHHE
TyOepKyne3a),  MOXeT  HaOJmoaaTbcs  CHWKeHHe  A((PEKTUBHOCTH  CHMBACTATHUHA.
B (apmakokuHETHUECKOM HCCIEAOBAaHUM Y 3[0pPOBbIX J00poBoibleB 3HaueHne AUC
TUAPOKCUKUCIOTH CHMBAcTaTHHA MPU OJHOBPEMEHHOM MPHUMEHEHUU C pUPAMIUIIUHOM OBLIO
CHIKEHO Ha 93 %.

o Jlanazon

[Ipy omHOBpEeMEHHOM NPHWMEHEHHWH JaHa3ojla W CHMBACTaTHHA BO3PACTAE€T PHUCK Pa3BHTHUS
MHUOMATUN U PabJOMHUONU3a, TAKUM O00pa3oM, OJHOBPEMEHHOE MPHUMEHEHHWE CHMBAcTaTHHA U
JlaHa30J1a MPOTHBOIOKAa3aHO (CMOTpHU pasnensl «lIpomusonokazanusny;, «Ocobvle yKazamusy,
Muonamus/Paboomuonus).

e Henpamvie anmukoazyisiHmol (Mpous3eoo0Hble KYMApUHQ)

CumBactatus B 03e 20-40 Mr B CyTKH MOTEHUUPYET 3P PEKT KyMapHUHOBBIX aHTHKOAryJIsSHTOB:
IPOTPOMOMHOBOE BpeMsi, OMNPENEIEHHOe KaK MEXIyHapOJHOE HOPMaIM30BaHHOE OTHOIIEHUE
(MHO), Bo3pactaer oT ucxoaHoro ypoBHs 1,7 no 1,8 y 310poBBIX 1OOPOBOMIBIEB U OT 2,6 110
3,4 y MalMeHTOB C THUIEpXOoJieCTepUHEMHUEH. Y MalueHTOB, MPUHUMAIOIIUX KyMapHHOBBIE
AQHTHKOATYIISTHTB, MPOTPOMOMHOBOE BpeMs JIOJDKHO ONpEACNSAThCS JIO Hadala Teparuu
CUMBACTaTHMHOM, a TaK)X€ JOCTATOYHO YacTO B HAYAIbHBIN MEPHOJ JICUCHHUS JJISI UCKIIIOUEHUS
3HAYUTEIBHBIX U3MEHEHUH 3TOT0 noka3aTens. Kak ToibKo gocTuraercsi crabMiIbHbINA MOKa3aTeNb

MHO, ero panpHeiiliee onpeaeacHUe ClelyeT IPOBOAUTH C MHTEpBaJlaMU, PEKOMEHAYEMBIMU



COOTBETCTEYET ZKCNEPTHOMY OTYETY
8 _oT I:l.'].:; 2024 “-J-‘_EEIH N
JUISL KOHTPOJISI TTAIIUEHTOB, MOJIYYalolIUuX Tepajiuio am‘iﬂédé—r}gﬂ; : E%T%lﬁ"ﬁér'w&féﬁnﬁ' 1;!0351

CUMBAacCTaTMHA MWJM IIOCIE €ro OTMEHbl TaKXe PEKOMEHAYETCS pEryJsipHOE H3MEpEeHUe
OPOTPOMOMHOBOTO BpPEMEHH. Y TAIMEHTOB, HE NPUHMMABUIMX AHTHKOATYJISIHTBI, TEparus
CUMBAacTaTUHOM He Oblla CBA3aHa C BO3HUKHOBEHHUEM KpPOBOTEYEHUH WIM HU3MEHEHUSIMU
IPOTPOMOUHOBOTO BPEMEHH.

o Jlanmomuyun

[Tpu onHOBpeMeHHOM npuMeHeHud HHruonTopoB ' MI'-KoA-peayKkTa3sl 1 JanTOMHIIMHA MOXKET
MOBBICUTHCS PHUCK DPA3BUTUS MUOMATUU W/WiHM padaomuonusa (cMoTpu pazaen «Ocobvie
yrazanusy, Muonamus/Paboomuonus).

/Jlpyeue euowl e3aumodeiicmeus

Cok rpeiindpyra colep>KUT OJUH UK 00Jiee KOMIIOHEHTOB, KOTOPhIe HHTHOUPYIOT H30(hepMeHT
CYP3A4 wu MOryr TOBBICUTh KOHLEHTpAlMiO B IUIa3M€ KpPOBU  IIPENaparos,
metabonusupyomuxcs uzopepmentom CYP3A4. Ilpu ynorpebiieHun coka B OOBIYHOM
konnuecTtBe (1 crakan 250 M B 1eHB) 3TOT 3¢ (deKT MUHUMANIbHBIN (HAOMI0JaeTCs YBEIMUCHUE
akTuBHOCTH HHTUOUTOpPOB ' MI'-K0oA-penykrassl Ha 13 % npu onenke no 3HaueHuto AUC) u He
UMeeT KIMHUYECKOTo 3HadeHus. OHaKko ynorpebieHue coka rpeindpyra B 6onbmmx odbemax
3HAQYMUTEJIbHO TIOBBIIAET AaKTUBHOCTH WHTHOUTOpPOB ['MI'-KoA-penykrassl B 1iasme KpOBH.
B cBa3u ¢ »TMM HeoOxomumo wu30eraTh yNoTpeONeHHsl coka TIpedndpyra npu Tepanuu
CHUMBAcTaTHHOM (cMOTpH paszen « Ocobvie ykazanusy, Muonamus/Paboomuonus).

Oco0ble ykazanust

Muonamusa/Paboomuonus

CumBacTatuH, Kak 1 Apyrue HHruoutopsl ' MI'-KoA-penykrasbl, B peIKUX CIy4asx BbI3bIBAeT
MHOIATHIO, CUMIITOMaMU KOTOPOIl ABISIOTCS 0OJb B MBILIIAX, OOJE3HEHHOCTh WM CIIA0OCTb
MBI B COYETAHUM C MOBBIIIEHHMEM aKTUBHOCTH KpeaTuHpochokuHazpl (KDK) Gonee uem B
10 pa3 ot BepxHed rpanunel Hopmbl (BI'H). Mwonatuss uHorga mnpuHuMaer Gopmy
pabaoMHOIM3a ¢ OCTPOM MOYEUHOW HEIOCTaTOYHOCTHIO BCIEICTBHUE MUOTJIIOOMHYPUH WM 0€3
TAaKOBOH, B OYEHb pEAKUX CIIydasxX C JETAIbHBIM HCXOAOM. PHCK MHomaTtum BoO3pacTaer
C TMOBBIIIEHHEM YypoBHs MHTrHOupyromeil aktuBHocTH ['MI'-KoA-penykrasbl B mia3Me KpoBU
(B 4aCTHOCTH, C TOBBIIIEHHEM YPOBHS CHMBACTaTHHA WM THUAPOKCUKUCIOTHI CHMBacTaTHHA
B IUIa3M€ KPOBH), YTO OTYACTH MOXKET ObITh OOYCIOBJIEHO JIEKAPCTBEHHBIMU NpenapaTami,
KOTOpBIE BCTYNAlOT B JIEKAPCTBEHHBIE B3aUMOJEHCTBUS, M KaK CIEJCTBUE BIUSIOT
Ha MeTa0oJIM3M W/WIK TpaHCIOPTEpPhl CHUMBAcTaTHHa (CMOTpU pasaen «Bsaumooeticmeue
¢ Opy2umu 1eKapcmeeHHbIMU CPEOCMBAMUY ).

Kak u npu npumeHenuun  Jpyrux  uHruoutopo  I'MI-KoA-penykrasel,  puck

MI/IOHaTI/II/I/pa6,Z[OMI/IOJII/I3a 3aBUCUT OT OO3BI. B o6aze JAaHHBIX KIMHHUYCCKUX HCCHGHOBaHHﬁ,
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npumepto 0,03 %, 0,08 % u 0,61 % npu npumeHennu cuMmBactatuna B 1o3ax 20, 40 u 80 mr/cyr
COOTBETCTBEHHO.

B knuHHYecKOM HccleloBaHUH, B KOTOPOM MalMEHThl ¢ MH(GApPKTOM MHOKapla B aHaMHE3e
MoJIyyaiu CUMBAcTaTHH B Jjo3e 80 Mr/cyT (cpeaHsisi mpoAOHKUTEIbHOCTh HaOmoAeHus 6,7 JeT),
4acTOTa pa3BUTHS MHUONATUM cocTaBwia npubausutensHo 1,0 % mo cpaBHenuio ¢ 0,02 %
y MaIMeHTOoB, MMOJIy4aBIIMX npenapat B 1o3e 20 mr/cyT. [IpuMepHO B MOJIOBUHE U3 3TUX CITy4acB
MUOIATHS pa3BUIIaCh B TEUEHHUE MIEPBOro rojia iedeHus. YactoTa pa3BUTHUS MUONIATHH B TEUCHUE
Ka)KIO0ro MOCJeNyIONIero rojia jeueHus: cocrasisia npudausurensio 0,1 % (cMoTpu pasness
«Dapmaroounamuray n «l[lobounoe oeticmauey).

VY nanueHTtoB, mojgy4yaroumx cuMBacTaTUH 80 Mr, pUCK Pa3BUTUS MHUOIATUU BBILIE, YEM IMpPU
UCIIONIb30BAaHUU JPYrol Tepamuy Ha OCHOBE CTaTMHOB €O CXOAHOM 3G (EKTHUBHOCTHIO B
otHomiennu cHuxenust ypoHs XC-JIITHIL. Takum o6pazom, B 1o3e 80 Mr cuMBacTaTuH JOKEH
HCIIOJIb30BaThCS TOJIBKO y HAIIMEHTOB C TSKEJIOW TMIEPXO0JIECTEPUHEMUEN U BBHICOKMM PHUCKOM
CEpJICYHO-COCYIUCTBIX OCJIOKHEHUH, Y KOTOPbIX HE YAANOCh NOOUTHCS ILieNed JIedeHMs Mpu
NpPUMEHEHUU OoJiee HU3KUX 103, U OKMJaemas IO0Jib3a MPEBHIIIAET MOTEHIUAIBHBIE PUCKU.
VY manMeHToB, KOTOpbIE MOMYy4YaloT cUMBAcTaTUH 80 MI' U HYXAAIOTCS B HA3HAYEHHUH JPYroro
JIEKapCTBEHHOI'0 Ipenapara, KOTOpPbIM MOKET BCTyHaThb B JIEKAPCTBEHHOE B3aWMOJEHCTBHE,
JOJDKHA MCIIONb30BaThesl Oosiee HU3Kas /1032 CHMBAcTaTMHA WM albTEPHATHBHBIA PEXUM
TEpaMu C HPUMEHEHHEM JIpyroro CTaTMHa C MEHbUIMM IOTEHLHAJIOM  BCTYIATh
B JIEKapPCTBEHHBIE B3aMMOJAEHCTBHS (CMOTpU mopapaszaen «Meponpusmus no CHUINCEHUIO PUCKA
MUuonamuu, bl36aHHOL 83auUMOOeticmeuem 1eKapCmeeHHblX npenapamosy 1 pasnensl «Cnocob
npumenenus u 003vl», «llpomusonokasanusny; «B3zaumooeiicmsue ¢ Opy2umu 1eKapCmeeHHbIMU
cpeocmeamuy).

B  KkIMHMYECKOM  MCCIENOBAaHMM, B  KOTOPOM  TAIMEHTBI C  BBICOKUM  PHUCKOM
CEpJICYHO-COCYIUCTHIX 3a0oJeBaHuil mosnydanu cumBacTaTuH 40 Mr/CyT, 4acToTa pa3BUTHUS
Muonatuu coctaBisuia npumepHo 0,05 % y manmmeHTOB HE KHUTAHCKOTO TPOMCXOXKICHUS
(n = 7367) o cpaBaenuto ¢ 0,24 % y narnuentoB u3 Kuras (n = 5468). XoTs eIUHCTBEHHOM
MOHTOJIOMJHOM TOMysSIUeH, OLEHUBAeMOM B 3TOM KIMHUYECKOM MCCIIEOBAHUU, OBLIH
KUTaWIbl, CIeAyeT COOMI0AaTh OCTOPOKHOCTh NpPU Ha3HAUEHUU CUMBACTaTHHA IallU€HTaM
MOHT'OJIOMTHOM packl U UCIOJIb30BaTh HAMMEHbIIIYIO HEOOXOAUMYIO J03Y.

Chuoicenue ynKyuu mpancnopmuusix 0e1Koe

CHuxeHue (QyHKUUU TpaHCIOPTHBIX OenkoB meueHn OATP MokeT mpuBecCTH K MOBBILICHUIO
CUCTEMHOM SKCHO3UIMH THMAPOKCUKUCIOTH CHMBACTaTHHA W YBEIMYEHHUIO PUCKAa MHUOMATUU U

pabnomuonu3a. CHuXeHHE (QYHKIMH MOXET pa3BUThbCS BCIEACTBHE HHTHOMpPOBAHUS
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(Hampumep, IUKIOCIOPUHA), WIH Y TAlUEHTOB, SBISIONIMXCS HOCHUTEISIMH MOJUMOpdH3Ma
¢.521T>C rena SLCOI1BI.

VY manuentoB ¢ amienbHbIM BapuaHtoM c¢.521T>C rema SLCOI1B1 BripabaThiBacTCsi MeHee
aktuBHBIH  Oenok OATPIB1, u oTMedaeTrcss IIOBBIIIEHHE CHCTEMHOM  OKCIO3MIIUH
TUAPOKCUKUCIOTHl CUMBACTAaTHHA M TOBBIIIEHUE PUCKAa MHOINATUU. PUCK pa3BUTHS MHOIATUH,
CBS3aHHOM C NPUMEHEHMEM BBICOKHX 103 cumBacTatuHa (80 wmr), B meiaoMm coctaBisier 1 %
IpU OTCYTCTBHUM TE€HETHYECKOro TecTHpoBaHMs. Ha OCHOBaHWU pe3ylbTaTOB HCCIEIOBAHUS
SEARCH y nocuteneit romo3urotror amienu C (CC), momydaBmux 80 Mr mpemnapara, puck
pPa3BUTHUSI MUONATUH B T€UEHHUE rojia cocTaBisul 15 %, Torga kak y HOCUTEIEH reTepo3uroTHON
ayutern C (CT) Takoii puck 661 paBeH 1,5 %. COOTBETCTBYIONIUH PUCK Y MAIIMEHTOB C HanOoJee
gacteiM reHotunoMm (TT) cocraBmsin 0,3 % (cmorpu pazgen «DapmMakoOKUHEMUKA»).
[Tpu BO3MOXHOCTH T€HOTHUIHPOBAHUE HA MTpeaMeT Hanuuus asend C J0HKHO paccMaTpUBaThCs
KaK 4acTh OIEHKH MOJb3bl U PUCKA 10 HA3HAYEHUS CUMBAcTaTHHA B 03¢ 80 MI' y KOHKPETHBIX
nanueHToB, W y Hocutenedl reHoruna CC crnemyer u30erarb NPUMEHEHHUS BBICOKHX [03.
B To ke Bpemsi, OTCYTCTBUE JaHHOTO I'eHa MPU T€HOTUIHUPOBAHUHN HE HCKIIOYAET BEPOSITHOCTH
pa3BUTHS MUOTIATHUH.

Ouyenka akmueHoCcmu KpeamuHngocpoxunazol

OneHka akTUBHOCTU KpeaTHH(POCPOKWHA3Bl HE JOJKHA TPOBOJIUTHCA IOCIE€ WHTEHCHBHBIX
bu3NYECKUX HArpy30K WM TP HATUYUM KaKOW-THMOO MpaBIONOAOOHON albTepHATUBHON
NpUYMHBl yBenHueHUs akTUBHOCTH K®K, mockonbKky 3TO 3aTpynHSET WHTEpIPETAIUIO
3HaueHui. Eciu axtuBHOCTh K@K Ha MCXOAHOM ypoBHE ObUIa 3HAYUTENBHO MOBBILIECHA
(> 5 x BT'H), ona nomxHa ObITh OLleHEHa uepe3 5-7 qHel 1S MOATBEPKACHUS Pe3yJIbTaTOB.

/o nauana neuenusn

[Ipn Hauane Tepanuu CUMBACTaTUHOM WJIM YBEJIMYEHHHM €r0 J03bl BCEX MALIMEHTOB CIEAYET
IpeIynpexaaTh O pUCKEe MHOIMATUU U O HEOOXOIMMOCTH OBICTpO cooOmiarh O Jr000H Oonu
HESICHOW DTHUOJIOTHH, O0JIE3HEHHOCTH MJIA CI1a00CTH B MBIIIIAX.

Cnenyer coOmoaTh  OCTOPOKHOCTH TNPU  HA3HAUYEHWW  Tpernapara TalueHTaMm ¢
mpepacroiaralonmmMi  (GpakTopamMu K pa3BUTHIO padAoMuonn3a. B cleayromux CcHUTyanusx
akTuBHOCTh K®K HEo0XoauMo OIeHWBaTh 10 Hadaja Tepamud C LeJTbl0  ONpeIeieHUs
pedepeHCHBIX UCXOTHBIX 3HAYCHUH!

®  TIOXWJIOH BO3pacT (> 65 ner);

®  KCHCKMI MOJI;

e  HapymeHHe (PYHKIHH MOYEK;

®  HEKOHTPOJHUPYEMBIN THIIOTUPEO3;
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MBILIEYHBIX 3a00JI€BaHUH;

®  TOKCHYECKOE JAEHCTBHE CTATMHOB WM (UOPATOB HA MBIIIILEI B aHAMHE3E;

®  370yNOTpeOJICHHE ATKOTOJIEM.

B Takux cuTyauusx ciueayeT OLEHHMBAaTh COOTHOIIEHUE IIOJAb3bI M pHUCKA JICUYEHUS, U
peKoMeHyeTcs KIMHUYecKoe HaOmroneHue. Eciau y manueHTa paHee BO3HMKAJIO MOPaXKeHHE
MbIII Ha ¢oHe Tepanuu (pubOpaTamMu WIM CTaTHHAMH, MOXXHO Ha3HA4YHMTh JIPYroil mpemapar
JAHHBIX KJIACCOB TOJIBKO C OCTOPOYKHOCTBIO. IIpM 3HAYUTEIBHOM HCXOJHOM IOBBIIIECHUU
aktuBHOCTH K®K (> 5 x BI'H) nedyenne HaunHaTh HE Ceayer.

Bo epemsa neuenusn

[Tpu nosiBiieHN# 60JM, cTAaOOCTH B MBIIIIAX WITH CYIOPOT Ha (JOHE TEPANTMU CTATUHAMH CJIETyeT
oneHuTh aktuBHOCTh K®K. Ilpm BbIABIEHNMM 3HAYUTENBHOTO MOBbINIEHUSA akTHBHOCTH KOK
(> 5 x BI'H) B oTcyTcTBHE HHTEHCUBHBIX (PU3MUYECKUX HArpy30K JIEYEHUE CIeyeT MPEeKPaTUTh.
[Tpr TsKenpIX W BBI3BIBAIOLIMX E€XKEIHEBHBIH IUCKOM(OPT MBILIEYHBIX CHUMIITOMAX MOXHO
paccMOTPETh BOMPOC O IMPEKPALICHUH JICYEHUS JaXKe IPU OTCYTCTBHUM ITOBBIIICHUS aKTUBHOCTH
K®K < 5 x BI'H. IIpu nono3pennn Ha MUOTIATHIO 110 JF000H APYyrol MpuyuHe JCYCHHUE CIeayeT
IIPEKPATUTD.

HmeroTcs odeHb peakue cooOlieHHs 00 HMMYHO-OMOCPEJOBAaHHOW HEKPOTU3UpYOIeH
muonatun (MOHM) Bo Bpems uim mocie JedyeHuss HEKOTOPbIMM cTaTMHaMu. KimHuyecku
NOHM xapaktepusyercsi CTOMKON MPOKCUMAJIBHOW MBIMIEYHON CI1a00CThI0O M TOBBIIICHHON
aKTUBHOCTBIO KpeaTHH(OC(HOKHNHA3bl CHIBOPOTKH KPOBH, KOTOpas COXpaHSETCsA, HECMOTps Ha
IpeKpalleHle Tepanul cTaTHHaMU (CMOTpH paszen «llobounoe oeticmsuey).

IIpn paspemeHny cUMNTOMOB M BO3BpamieHun akTMBHOCTH K@K k HOpMaIbHBIM 3HAa4eHUSAM
MO’KHO PacCMOTPETh BOIIPOC O BO30OHOBJIEHUH TE€palMK CTATUHAMU WM O Ha3HAYEHUH APYroro
CTaTWHA B MUHUMAJILHOM J103€ MO/ TIIATEIbHBIM HaOII0ACHUEM.

Bonee Bbicokas yacTtoTa pa3BUTHs MUONATUU HAOII0/a1ach y MAallMEHTOB, Y KOTOPBIX /1032 ObLIa
yBenudyeHa g0 80 mr (cmotpu pazaen «DPapmaxoounamuxar). PeKoMeHmyeTcss MPOBOIUTH
NepuoANYecKyto OoleHKY akTuBHOCTH K®K, mockonbky 3TO MOKeT OBbITh MOJE3HBIM st
BBISIBJICHUS] CYOKJIIMHUYECKUX CIy4yaeB MHONATHU. B TO ke Bpems, HET YBEpEHHOCTH B TOM,
YTO TAKOW KOHTPOJIb MPEAOTBPATUT Pa3BUTUE MUOIIATHH.

Tepamnus cuMBacTaTUHOM JIOJKHA OBITh BPEMEHHO OTMEHEHA 3a HECKOJIbKO JTHEH 10 OOJbIINX
IUTAHOBBIX XUPYPTUYECKUX OMNEpalluidi U TMPU PA3BUTUU TSHKENBIX COCTOSHUM, TpeOyromux

TEpPaNeBTUYECKOI0 UIIM XUPYPrUYECKOr0 BMEIIATEIbCTBA.
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JIeKapCmeennvlX  npenapamoe (cmompu  pazden  «Bzaumooeiicmeue ¢ Opyzumu
JIEKAPCMEEHHBIMU CPEOCHEAMUY)

Puck muonatuu ¥ paGaoMuoin3a 3HAYUTEIBHO BO3PACTAET MPU OJHOBPEMEHHOM IPUMEHEHUU
cuMBacTaThHa ¢ MOIIHbIMA MHTHOUTOpaMu CYP3A4, TakuMu Kak UTPaKOHA30JI, KETOKOHA30J1,
M03aKOHA30JI, BOPHKOHA30J, JPUTPOMHIIMH, KIAPUTPOMHUIIMH, TEIUTPOMUIIMH, HHTHOUTOPHI
nporeazsl BHWUY  (manpumep, HenduHaBUp), OOLENpEeBHp, TelanpeBup, Heda3oI0H,
JIEKapCTBEHHBIE MpenapaThl, CoAepKallue KOOUIMCTAT, a Takke reMPpuOpo3ml, IUKIOCIOPUH U
nanazon. [IlpumeHeHHe HSTHX JIEKaPCTBEHHBIX IIPENapatoB BMECT€ C CHUMBACTaTHHOM
IIPOTUBONOKa3aHO (CMOTPH paznien «/Ipomusonokazanusy).

Puck pasButHs MuomaTMM W pabIOMMONIM3Aa TAaKKe BO3PACTaeT NpPU OJHOBPEMEHHOM
NPUMEHEHUH aMHUOJapoHa, aMIIOAMIIMHA, Bepamamuiia WiIH JWITHa3eMa C ONpeleIeHHBIMU
J03aMH CUMBAcTaTHHA (CMOTpU pasnenbl «Cnocob npumeneHus: u 003vl»; «Bzaumoodelicmsue
¢ Opyeumu n1eKapCmeeHHbiMU cpeocmeamuy). PUCK MuonaTuy, BKIOYas pabJOMHOIN3, MOKET
BO3pacTaTb MpPH OJHOBPEMEHHOM TMpHUMEHEHHH (Yy3WIAOBOM KHCIOTHI M  CTAaTHHOB
(cMoTpu pazaen «Bzaumodelicmeue ¢ Opyumu 1eKapCmeeHHbIMU Cpeocmeamuy). Y TalueHTOB
C TOMO3HTOTHOW CEMEMHON THUIepXOJIeCTEPUHEMHUEH TaKoW PHCK MOXET BO3pacTaTh IpHU
OJTHOBPEMEHHOM MPUMEHEHHH JIOMHUTAITUIA C CHMBAaCTaTHHOM.

CnenoBarenbHo, 4to Kacaercss uHruoutopoB CYP3A4, npumeHeHne cuMBacTaTiHa BMECTE C
UTPAKOHA30JI0M, KE€TOKOHA30J0M, M03aKOHA30JI0M, BOPHUKOHA30JI0M, HHTMOUTOPAMHU MPOTEa3bl
BUY  (mampumep, HendpuHaBHp), OOLENPEBUPOM,  TEIANPEBHUPOM,  SPUTPOMHIIMHOM,
KJIAPUTPOMHUIIMHOM, TEJIUTPOMHUIIMHOM, He(ha300HOM H JIEKAPCTBEHHBIMH IIperapaTamu,
CoJIepKalllUMK  KOOMIMCTAT, MPOTUBONOKAa3aHO (CMOTpHU pas3aensl «lIpomusonoxazanusy;
«B3aumoodelicmeue ¢ opyeumu nekapcmeenHviMu cpeocmeamuy). Ecinu nmpuMeHeHHs] MOIIHBIX
unru6uropoB CYP3A4 (npenapatoB, kotopble yBenuunBaoT AUC npubau3uTensHo B 5 pa3 u
BBIIIIE) W30€XKaTh HENb3s, Teparnus CUMBACTATUHOM JOJDKHA OBITh BPEMEHHO IpEeKpalieHa
(M paccMOTpeH BONPOC Ha3HAUEHHS JIPYroro CTaTWHA) Ha BECh NMEpHOJ JedeHus. boiee Toro,
HE00X0/1MMO COOJII01aTh OCTOPOKHOCTH MPH KOMOMHUPOBAHUHM CHMBACTaTHHA C IPYTHUMHU MEHEe
mouHbiMH  uHrHOuTOpamMu  CYP3A4:  ¢nykoHa3onoM, BepamamMuioM, JUITHA3EMOM
(cmotpu  pasmensl  «Cnocob npumeneHuss u  003vly; «Bzaumooleticmeue ¢ Opyeumu
JnexapcmeennviMu cpedcmeamuy). Crnenyer n3deratb OJHOBPEMEHHOTO IIpUeMa CHMBACTaTUHA U
rpeingpyToBoro coka.

OnHOBpeMEHHOE  TpPUMEHEHHWe CHUMBacTaTMHa W reMduOpo3mna  MPOTHBOIIOKA3aHO
(cMoTpu paznmen «llpomugonokasanusi»y). B CBs3W C TOBBIIIEHHBIM PUCKOM MHOMNATHH U

pabaoMuoiM3a y MalMEHTOB, IMOMYYalOIIUX CHUMBACTaTUH BMecTe ¢ ApyruMu ¢Qubparamu,
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(cmotpu  pasmensl  «Cnoco6 npumenenus u  003vly; «Bzaumoodeiicmsue ¢ Opyeumu
JekapcmeeHHbiMu - cpeocmeamuy). Crnenyer coOdr0aaTh OCTOPOKHOCTh MPH  HAa3HAYCHUU
dbenodubpaTa U cuMBacTaTHHA, MOCKOJIbKY Ka)IbIi U3 ATUX IMPEnaparoB caM Mo cebe MOKEeT
BBI3bIBaTh PA3BUTHE MUOIATHUH.

CuMBacTaTUH HeNb3sl Ha3HA4YaTh OJHOBPEMEHHO ¢ (Py3UIOBOM KHCIOTOH B JIEKapCTBEHHOM
dopme a7 CUCTEMHOTO TMPUMEHEHHUS WM MPUMEHATh B TeUeHHe 7 JIHEH Mocje OKOHYAHUS
nedenus ¢y3ua0Boil kucinotoi. Ecnu npumenenue y3unoBoil KUCIOTH HEOOXOIUMO, Teparus
CTaTMHAMM JOJDKHA OBITh MPHOCTAHOBJIEHA HA BECh MEPHOJ JieueHUs (y3uA0BON KHUCIOTOM.
CymiecTBYIOT cOOOIIEHUs O CiIy4asx pa0JoMHuoin3a (BKIOYas CIydau C JETAIbHBIM HCXOJI0M)
y TAIMEHTOB, TMOJYYalOUIMX COuYeTaHWe (PY3UIOBOM KHUCIOTHI M CTATUHOB (CMOTPH pasjen
«B3zaumooelicmeue ¢ Opyeumu JjexapcmeeHHuviMu  cpedocmeamuy). Ilanumenty ciemyet
PEKOMEHI0BaTh HEMEIJICHHO 00paIaThes K Bpady B Cily4ae pa3BUTHUS KaKUX-JIHOO CUMIITOMOB B
Buje 0oy, OOJIC3HEHHOCTH WJIU CJIA0OCTH B MBIIIIAX. Tepamus CTaTHHAMH MOXKET OBITh
BO300HOBJICHA 4Yepe3 CeMb JHEW IMocie TOCIEAHEero mpueMa (y3UI0BOW  KHCIIOTHI
B HCKIIOYUTENBHBIX CUTyallUAX TpU HEOOXOJUMOCTH JJIMTENbHONH CHCTEMHOH Tepanuu
Gy3uI0BOIl  KUCIOTOM, Hampumep, TMpU  THKETbIX  MHPEKUUAX, 1eIecooOpa3HOCTb
OJIHOBPEMEHHOT'O IMPUMEHEHMsI CHUMBAacTaTWHA U (Py3UJOBOW KHUCIOTHI JOJIKHA OLIEHUBATHCS
B K&)KJIOM KOHKPETHOM CJIy4ae U MO/J] TIIATEIbHBIM MEIULIUHCKUM HaOJI0IEHUEM.

Crnenyer m3zberaTh KOMOMHUPOBAaHHOTO MPUMEHEHHUS CUMBACTATHHA B J103aX, MPEBBIIAIOIINX
20 Mr B CyTKH, BMECTE€ C aMHUOJApPOHOM, aMJIOJUIMHOM, BEpamaMuioM WU AUITHA3EMOM.
Y TmanMeHToB € TOMO3HMTOTHOM CEMEWHOW THIEpXOJeCTepUHEMHEH cleayer u30erarb
KOMOWHUPOBAaHHOTO TMPHUMEHEHHS CHMBACTaTWHA B J103aX, NpeBbimapommx 40 Mr B CYyTKH,
BMECTe ¢ JIOMUTanuaoM (cMoTpu  pasgensl  «Cnocob  npumenenus u — 003bly;
«lIpomusonoxazanusay; « Bzaumoodeticmaue ¢ Opyeumu 1eKapcmeeHHblMU CPeOCMBAMUY ).

VY manueHToB, KOTOpble NPUHUMAIOT JpYrHe JIeKapCTBEHHbIE IMpernapaThl, 00Jajaroiue
yMepeHHBIM HHTHOUpYyronuM neiictueM Ha CYP3A4, BMecTe ¢ CHMBAaCTaTUHOM, Ha3HAYECHHBIM
B BBICOKMX J103aX, MOXET IMOBBIIIATHCS PUCK pPa3BUTHA Muonatud. [Ipu omHOBpeMEeHHOM
OpPUMEHEHUH CHUMBAcTaThiHa ¢ yMmepeHHbIMH uHruoutopamu CYP3A4 (npenapatamu,
yBenuuuBaomumMu AUC npuOiau3uTensHo B 2-5 pa3) MOXKET NOTpeOOBaThCS KOPPEKIHS JO3bI
cumBacTaTuHa. JlJis HeKOTOophIX ymepeHHbIX MHruoutopoB CYP3A4, manpumep, nuiruazema,
MaKkCHUMajbHas peKOMEHJyeMmas Jo03a cuMBacraTuHa paBHa 20 wMr (cMoTpu pasfien
«Cnocob npumeneHuss u 003b1»).

CumBactaTuH sBisieTcs cyoctparomM 3(QIIFOKCHOTO TpaHcropTepa Oeika YCTOMYMBOCTH paka

MosiouHoM >kene3bl (Breast Cancer Resistant Protein, BCRP). OxHoBpeMeHHOe mpuMeHEeHHue
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MOKET IPUBECTH K IIOBBIIIEHUIO KOHLEHTPAallMM CHMBAacTaTUHA B IUIa3ME KPOBH U
K MOBBIIIEHNIO pucka Muonatuu. CieroBaTelIbHO, CIEAYET PACCMOTPETh BOIIPOC O KOPPEKLUU
JI03bl CUMBAacTaTMHA B 3aBUCHMOCTM OT Ha3HauyeHHOH 103bl. OIHOBpPEMEHHOE HpPUMEHEHHE
nbacBupa M Tpas3olpeBHpa C CHMBACTaTUHOM HE H3Y4YE€HO; Yy MNalMeHTOB, KOTOpbIe
OJHOBPEMEHHO MOJYYalT IHpenaparbl, Ccoaep:KaliMe 3J0acBMPp MW rpa3onpeBuUp,
U CHMBACTaTHH, 1032 CHMBACTATHHA He JOJI’KHA NpeBbIATh 20 MI B CyTKH (CMOTpU pa3zaein
«B3aumooeticmeue ¢ Opyaumu 1eKapcmeeHHbIMU CPEOCMEAMUY ).

Penkue ciaydanm wmuonatuu/pabaoMuonusa ObUIM  aCCOLMUPOBAaHBl C  OAHOBPEMEHHBIM
npuMeHeHrneM HHruoutTopoB I'MI-KoA-penykrasbl ¥ TUOHICHIDKAIOMIMMHA 103aMu (> 1 1/cyT)
HUAIMHa (HUKOTMHOBOM KHUCIJIOTHI), KaXIblil W3 IpenapaToB caM IO cede MOXKET BbI3bIBATh
MHOIATHIO.

B xnuHMuyeckoM wuccienoBaHuM (MequaHa nepuoja HaOmojeHus 3,9 roga) ¢ ydacTuem
MAIMEHTOB C BBICOKMM PUCKOM CEPAECYHO-COCYIUCTBIX 3a00JIEBAHUN C XOPOIIMM KOHTPOJIEM
ypoBHst XC-JIITHIT Ha ¢one Tepanuu cumBactatuHOM 40 Mr/cyT B KOMOMHAIIUU C 33ETUMUOOM
10 Mr wam Ge3 TakoBOrO He OBbUIO BBISBIEHO JONOJHHUTENIbHOH OSB3I B OTHOILIEHUU
CepACYHO-COCYTUCTBIX HCXOMOB IpH J00aBIE€HHMM HHUAlLKMHA (HUKOTMHOBOW KHCIIOTHI)
B JIUTIUJICHUKAIOMUX 103ax (> 1 r/cyr).

CnenoBarenbHO, Bpau, pacCMAaTPUBAIOLINE BOIIPOC O HA3HAYEHUM KOMOMHMPOBAHHOW Tepanuu
CHUMBACTaTHHOM C JIMIUJICHIKAIOUIMMU 03aMU (> 1 1/cyT) HHManuHa (HUKOTMHOBOM KHCIIOTHI)
WIM IpernapaTaMy, COAECpPKAllMMH HHUALWH, JOJDKHBI TIIATEIbHO B3BEIINMBATH MOTEHUUAIBHYIO
MOJIb3Y M PUCKU M MPOBOAMTH TIIATEIbHOE HAOIIOJEHHUE 3a MalMeHTaMH Ha MPEIMET J0OBIX
IPU3HAKOB M CHMIITOMOB B BHJE 00iM, OOJE3HEHHOCTH WJIM CJIa0OCTH B MBIIIIAX, OCOOEHHO
B IIEpBbI€ MECSIIbI TEPANUHU U MTPH YBETUUYEHUH JI03bI JIIOO0T0 U3 MPENaparToB.

Kpome Toro, B JaHHOM HCCJEIOBaHUU YacTOTa MHONATUU Npubau3uTensHo cocraBmia 0,24 %
y mnauueHToB u3 Kwutas, nomydaromux cumBactatuH 40 Mr wim 33eTUMUO/CUMBAcTaTHH
10/40 mr, B cpaBHenuu ¢ 1,24 % y nmaumentoB u3 Kuras, KoTopble MpUHUMAIN CHUMBACTaTUH
40 mr nim 33etumu6d/cumBactatud 10/40 Mr BMecTe ¢ HUKOTMHOBON KHCJIOTOW/JIapONUIIPAHTOM
moaudunmupoBanroro BeicBoOOkAeHHUsT 2000 Mr/40 mr. XoTs €IMHCTBEHHON MOHTOJIOUIHON
MOMYJISIIIMEH, OLEHUBAEMOW B 3TOM KIMHHUYECKOM MCCIEIOBAaHUM, OBLIM KUTAMIIbl, YUUTHIBAs
Oosiee BBICOKYIO YacTOTy MMOMNATHHM y ManueHToB U3 Kurtas B CpaBHEHMM C MalMEHTaMU He
KUTalCKOrO IPOMCXOXKIEHHUS, OJHOBPEMEHHOE IIPUMEHEHHE CHMBACTaTHHA C HHUALMHOM
(HUKOTHHOBOW KHUCIJIOTOH) B JIMIMJICHIIKAIOMIMX J103axX (= 1 1/cyT) y ManueHToB MOHTOJIOUTHON
pacbl He peKOMEeHAyeTcs (CMOTpH paslen «Bzaumooleicmeue ¢ Opyeumu J1eKapCmeeHHbIMU

cpeocmeamuy).
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TOKCHYECKMX OS((}EeKTOB B OTHOLICHUM MBI MOXET OBITh aHAJOTHYEH TaKOBOMY
IpY IPUMEHEHUU HUALIMHA.

Hanmomuuyun

[Ipu omHOBpeMeHHOM IpuMeHeHUH MHruouTOpoB I'MI'-KOA-penykras3sl U TanTOMUIIMHA OBLIN
MOJy4EeHbI COOOIIEHHSI O Pa3BUTHH MHUONATHH W/Win padmomuonusa. Cruemayer coOiroaaTh
OCTOPOKHOCTh ~Tpu  HazHaueHUM HHrHOuTOpoB ['MI-KOoA-peaykTazsl  OZHOBpEMEHHO
C JanTOMUIMHOM, TaK KakK JI00OM M3 3THX areHTOB MPU MPUMEHEHHUH IO OTIEIHHOCTH MOKET
BbI3bIBAaTh MHONATHIO HW/WiKM padaomuonu3. Cleayer paccMOTPETh BOMPOC O BPEMEHHOMN
IIPUOCTAHOBKE IPUMEHEHHS CHMBACTaTMHA Yy NAIUEHTOB, I[PUHUMAIOIIUX JAOTOMULIUH
(cMmotpu pazaen «Bzaumooeticmsue ¢ Opy2umu 1eKApCmMEeHHbIMU CPEOCBAMUY ).

Bausanue na neuens

B kiIvMHHUYeCKUX HCCIeNOBaHUSAX Y HEOOJIBIIOTO YHWCIIA B3POCHBIX IMAlUEHTOB, MOTYYAIOIIUX
CUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHNE AKTUBHOCTU TPAaHCAMUHA3 B CHIBOPOTKE KPOBU
(1o > 3 x BI'H). [Ipu oTMeHe wiin BpEMEHHOM IPEKpPALIEHUH T€panui CUMBACTaTUHOM Y 3THUX
MAlMEHTOB  aKTUBHOCTh TpaHCaAaMHHA3 OOBIYHO MEUICHHO CHHXallachb [JI0 YpOBHS,
HaOJI0IaBIIETOCs 10 Hayaa JeUYeHUs.

Pexomenyercs mpoBOAMTH OLEHKY (PYHKIIMH MTEYEHH JI0 Hayasa JeUYeHHUs, a 3aTeM IpU HaIU4uu
KJIIMHUYECKUX TTOKa3aHWK. Y MalMeHTOB, y KOTOPHIX /1032 OblIa yBenudeHa 10 80 Mmr, QyHKIHIOo
NeYeHN HeOoOXOJMMO JIOTIOJIHUTENBHO OLIEHUBATh Iepe]] MOBBIIEHUEM J103bl, Yepe3 3 mecdla
[OCJI€ Hero M MEepuoJMYecKy B AajbHelieM (Harmpumep, | pa3 B Mojiroja) B TeUe€HHE MEPBOro
roga neyeHus. Ocoboe BHMMAaHHE CJENyeT YAENATh IMalMeHTaM, Yy KOTOpPbIX BO3HHKAeT
MOBBILICHHE AKTUBHOCTU TPAHCAMUHA3 B CBHIBOPOTKE KpPOBU. Y TaKUX IalMEHTOB OLEHKY
(GYHKIMM TIeYeHH cienyeT OBICTpPO TMOBTOPUTh W B JalbHEHIIEM BBINOJIHATH 4Yalle.
Ecnu akTHBHOCTH TpaHCaMUHA3 CBHJIETEILCTBYET O NMPOTPECCUPOBAHUU COCTOSHUS, OCOOEHHO
ecnu oHa nossimaercs 10 3-x BI'H u cToliko coxpaHsieTcs, CUMBACTaTHH CJIEAYET OTMEHHUT.
O6patute BHUMaHKe, yTO akTUBHOCTH AJIT MokeT ObITh 00YCIIOBIEHA MOPAKEHUEM MBILICUHOM
TKaHH, I09TOMY pocT akTuBHOCTH AJIT B coueranuu c¢ nosbimieHueM aktuBHOcTH KPK Moxer
yKa3bIBaTh HA MUOMATHUIO (CMOTpH nozpasaen Muonamus/Paboomuonu3s).

CymiecTBYIOT HEMHOTOYHCJICHHBbIE IOCTPETUCTPALlMOHHBIE  cooOmieHus o  (aTanbHOU
U He(daTalbHOM MEYEHOYHOM HEJOCTaTOYHOCTH Y NAIMEHTOB, NPUHUMABIIUX CTaTHHBI,
B TOM YHCJIE CUMBAcTaTHH. Eciu mpu J€4eHHH CUMBACTaTMHOM pa3BHBAETCS CEPbE3HOE
NOpakeHHe  TE€YeHM,  CONPOBOXKJIAIOIIEECS  KIMHMYECKUMHM  CHUMITOMaMH  W/WIK

TUNepOMIUpyOMHEMHEH UITH JKEeNTYXOU, HEOOXOAUMO Cpa3y ke MpeKpaTuth Tepanuio. Eciu He
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BO300HOBIISITHCS.

VY manueHToB, KOTOPbIE MOTPEOISAIOT 3HAYUTEIBHOE KOJIUYECTBO alIKOTOJISA, Mperapar Cleayer
HCII0JIB30BaTh C OCTOPOKHOCTHIO.

Kak v npu npuMeHeHnH ApYTrUx JIMIKAICHUKAIOIINX MIPENapaToB, IPU TEPAllUd CUMBACTaTUHOM
onucanbl ciydan ymMmepeHHoro (< 3 x BI'H) noBbliieHns akTHBHOCTH TpaHCaAaMHHAa3 B CHIBOPOTKE
KPOBU. DTH U3MEHEHHUSI BO3HUKAIM BCKOPE IOCTIe Havyalla Tepalii CUMBACTATUHOM, 4acTO ObLITH
MPEXOAAIIUMH, HE CONPOBOXKIAIMCH HUKAKUMU CUMOTOMaMd W HE TpeOoBalld IpepbIBaHUS
JICYCHHUS.

Caxapnutii ouadem

Hekoropele naHHbIE CBUAETEIBCTBYIOT O TOM, YTO CTaTUHBl Kak KJAacC IOBBIILIAIOT
KOHLIGHTPALMIO TJIOKO3bl B KPOBHU, @ Y HEKOTOPBIX MAlMEHTOB C BBICOKUM PUCKOM Pa3BUTHUS
caxapHoro nuabera CTaTMHBI MOTYT MPUBOIUTH K Pa3BUTHIO TAaKOT'O YPOBHS TUIEPTIMKEMUH,
npu KOTOPOM (OpMaJIbHO JTOJDKHBI OBITh HAa3HAYEHBI CaXapOCHIDKAIOUIME IpenapaTsl. B To xe
BpEMsI, 3TOT PUCK NIEPEBELINBACTCS CHUKEHUEM COCYIMCTOrO pUCKa MpU MPUMEHEHUH CTaTUHOB
U, CIIEJI0BaTENbHO, HE JOJKEH ObITh MPUYMHON MpekpaileHus Tepanuu. [lanueHTsl ¢ puckom
pa3BUTHA caxapHOro auabeTa (KOHIIEHTpAIMs TUIIOKO3bl HATOHIaKk oT 5,6 nmo 6,9 mMmonw/i,
UMT > 30 kr/m?, HOBBILICHHBIH YPOBEHb TPUIIIMIIEPUIOB, apTepUAbHAs TUNEPTEH3Hs) JI0IKEH
KOHTPOJIMPOBATHCS KaK KIMHUYECKH, TaK U OMOXMMHUYECKH B COOTBETCTBUHU C HAIIMOHAIBHBIMU
PEKOMEHIALIUSMH.

Humepcmuyuanvnvle 3a601€6anuUs 1€2KUX

Onucansl ciy4yad pa3BUTHS WHTEPCTULMATBHON OOJE3HU JIETKUX MPU MPUMEHEHUU HEKOTOPBIX
CTaTMHOB, BKJIIOYas CHMBAacTaTWH, OCOOEHHO MpHU JIUTEIBHON Tepanuu (CMOTpU pas3zen
«llobounoe oeticmeuey). llpu3HakaMu HHTEPCTULMATBHON OOJE3HU JIETKHUX SIBIISIOTCS OJBIIIKA,
HEMPOJYKTUBHBIM Kalllelb U yXY/IIeHHEe OOILEro COCTOSHUS 3]I0pOBbs (CIa0OCTh, CHUKEHUE
Macchl Tena U Juxopanka). Ilpu momo3peHuH Ha pa3BUTHE MHTEPCTUIMAIBHOTO 3a00Je€BaHUS
JIETKUX TEeparus CTaTUHAMHU JJOJDKHA OBITh OTMEHEHA.

Ilpumenenue y oemeit u noopocmkog 6 eozpacme 10-17 nem

besonacHocTh M A(QQPEKTUBHOCTH CHUMBACTaTHHA Yy MOAPOCTKOB B Bo3pacte 10-17 ner
C TEeTEepPO3UIOTHOM CEMENMHON TMIEpPXOJECTEPUHEMHEN OLEHUBAIACh B KOHTPOJIUPYEMOM
KJIMHUYECKOM MCCJIEJOBAHUM C YYaCTHEM MaJbUUKOB-TOJPOCTKOB CO cTaauei paszputusa Il u
BbIllIe MO Kiaccudukanuum TaHHepa M JI€BOYEK, y KOTOPBIX MPOILJIO HE MEHEe OJHOro rojaa
1ocjae HacTyIUIeHHsT MeHapxe. Y MalMeHTOB, NOJYYaBIIMX CHMBACTaTHH, HPOQPUIHL
HE)KeNaTeNIbHbIX SBJICHUM B 1I€IOM OBLI CXOJHBIM C TaKOBBIM Yy MAI[MEHTOB, MOJYYaBIIUX

iane0o.
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OTPaHUYEHHOM KOHTPOJIHPYEMOM MCCIIEJOBAHUU HE OBLJIO BBISBICHO MOJTBEPKACHUS BIHSIHUS
IpernapaTta Ha pocT WIM I10JIOBOE CO3PEBAHUE JIEBOYEK U MAJIbUMKOB IOJIPOCTKOBOIO BO3pPACTa,
WM BIIMSHUA HA TPOJODKUTEILHOCTh MEHCTPYAJIbHOTO IIMKJIA Y IEBOYEK TaKKe HEe 00HAPYKEHO
(cmotpu  pasnensl  « Dapmaxoounamukar, «Cnocobd npumenenuss u 003v1»; «llobounoe
Oeticmsuey). JIeByIIKaM-TIOAPOCTKAM  CIEAYeT OOBSICHATh HEOOXOAMMOCTh TPUMEHEHUS
COOTBETCTBYIOIIMX  METOJOB  KOHTpPAlCNIIMM BO  BpeMs TEpalud  CHMBACTATUHOM
(cMoTpu pazzpensl «lIpomusonoxazanusny, «llpumenenue npu OGepemenHOCMU U 8 NEPUOO
2pYOHO20 6CKapmausanusy). Y ManueHToB B Bo3pacte < 18 jeT 3¢ HeKTHBHOCTh U 0€301MacHOCTh
npernapara Npu HPOAODKUTEIBHOCTU JeueHuss > 48 Henelnb HEU3BECTHA, JOJIOCPOUYHbIE
3p(deKTel B OTHONICHHH (PU3NYCCKOT0, HHTEIUICKTYAIBHOTO U  TIOJIOBOTO  CO3PEBaHUS
He u3y4yeHbl. MccnenoBaHus Mo MPUMEHEHHIO CUMBACTaTHMHA y ManueHToB mutanmie 10 e,
a TaKke y JieTelt mpeny0epTaTHOro BO3pacTa U IEBOYEK B MPEeMEHapXe He MPOBOIUIHCH.
Biusinue Ha CIOCOOHOCTH YNIPABJSATH TPAHCHOPTHBIMU CPEeACTBAMM, MEXaHU3MAMHU
CuMBacTaTMH HE OKa3blBa€T WJIM OKa3blBaeT HE3HAYUTEIHHOE BIMSHUE Ha CIOCOOHOCTh
VIOpaBIsATh TPAHCHOPTHBIMU CpEACTBAMH U padOTaTh C MexXaHU3MaMu. TeM He MeHee,
IpU YIPaBICHUM TPAHCHOPTHBIMU CpPEACTBAMHM WJIM paboTe ¢ MeXaHW3MaMH, CIEAyeT
OPUHUMATh BO BHHUMAaHHE, YTO B IOCTPETHCTPAIMOHHOM IEpUOJIE COOOIIAIOCh O PEIKHUX
CIIy4asiX pa3BUTHUS TOJIOBOKPYKEHUSI.

dopMa BbINTYCKa

TabneTku, MOKPHITHIE MIIEHOYHOM 000104K0i, 10 Mr, 20 MT.

ITo 10, 15 TabneTok B KOHTYPHYIO SIMEHKOBYIO YNAKOBKY W3 IUIEHKH MOJUBUHWIXJIOPUIHON U
(GoJIbrM aMOMUHUEBOM MEYaTHON JTAKUPOBAHHOM.

2 KOHTYpPHBIE STYEHKOBBIC YIAKOBKHU MO 15 TabneToK i 3 KOHTYpPHBIE SIMEUKOBbBIE YITAKOBKH IO
10 Tabnerok ¢ WHCTPYKIMEH IO NPUMEHEHHIO TMOMENIAI0T B TMadykKy W3 KapToHa s
NOTPEOUTETHCKOM Taphl.

YciaoBust XxpaHeHust

B opurunHanpHON ymakoBke (KOHTYpHas sueiKOBas yIakOBKa B IMadyke) MpH TeMIlepaTtype He
Boimie 30 °C.

XpaHUTh B HEAOCTYITHOM IS JIETei MecTe.

Cpoxk rogHocTu

2 roxa.

He npuMeHSTh 10 HCTEYSHUH CPOKa TOTHOCTH.

YcaoBus oTnycka

OTmycKaroT Mo pelenTy.
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Baajenen perucTpauMOHHOI0 y10CTOBEPEHHU

Axuunonepnoe o6mectBo «lIponsBoacTBenHas papmareBTHUECKass koMnaHust OOHOBICHUE
IOpuanueckuit azapec: 633621, HoBocubupckas 001., Cy3yHckuit paiioH,
pu. Cy3yH, yi. Komuccapa 3sTbkoBa, 1. 18.

Ten./dpaxc: 8 (800) 200-09-95.

Wnurepuer: www.pfk-obnovlenie.ru

IIpousBoauTeab/Opranuzanus, NPUHUMAIOLIAS NPETEeH3UH OT NOTpeduTe el
Ilpouzeooumenw

Axknnonepaoe odmectBo «IIpousBoacrBenHas QapmaneBtuueckass kommnanusi OOGHOBIEHUEY,
Poccns

Aodpec mecma npouseoocmaa

HoBocubupckas o61., r. HoBocubupck, yin. Craniuonsas, a. 80.

Opeanuzayus, npuHumMarowas npemeH3uy om nompeoumereti

Axuunonepnoe o6mectBo «lIponsBoacTBeHHas papmareBTHUeCKas koMnaHusi OOHOBICHUE)
630096, r. HoBocubupck, yin. Craniuonsas, 1. 80,

e-mail: pretenzii @pfk-obnovlenie.ru



